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Foreword

Shri PrasannaHota

Secretary

Ministry of Health and Family Welfare
Government of India

Infertility, though not life threatening, can causeintense agony and trauma
totheinfertile couples. No data on the extent of infertility prevalent inIndiais
available; but themultinational study carried out by WHO (Diagnosisand Treatment
of Infertility, ed. P. Roweand E.N. Vikhlyaeva, 1988) that included India, places
theincidence of infertility between 10 and 15%. Out of the population of 1020
million Indians, an estimated 25% (about 250 million individuals) may be
conservatively estimated to be attempting parenthood at any given time. By
extrapolating the WHO estimates, approximately 13 to 19 million couplesare
likely to beinfertileinthe country at any given time. These couplesapproach ART
Clinics.

Theincreasing demand for ART hasresulted in mushrooming of infertility
clinicsinIndia. TheAssisted Reproductive Technology (ART) inIndiaisbeing
provided by private sector only. Many of these technol ogies require enormous
technical expertise and infrastructure. However, the successrate isbelow 30%
under the best of circumstances. Moreover, it taxes the couple’s endurance
physically, emotionally and monetarily. Many of these clinicsdo not have adequate
trained manpower and infrastructurefacilitiesto deliver these highly sophisticated
technologies and even services provided by some of these clinics are highly
guestionable. In some cases, theinfertile couple are being cheated by providing
relatively smple procedure and charged for complicated and expensive procedures.
The procedures, wherein Round Spermatid Nuclear I njection and Pre-implantation



Genetic Diagnosisin gender selection of the embryo are used, have not been
universally accepted. Theseissuesare of great concern to the society.

In order to regulate and supervisethe ART clinics, the Indian Council of
Medical Research (ICMR) and National Academy of Medical Sciences(NAMS)
have come out with National Guidelines for Accreditation, Supervision and
Regulation of ART Clinicsin India. These Guidelines have been evolved after
detailed discussion and debate by experts, practitioners of ART and public.

| takeimmense pleasurein presenting these Guidelines, which | strongly
feel, would be very useful in regulating and supervising the functioning of ART
Clinicsand would be helping the ART Clinicsin providing safe and ethical services
to the needy infertile couples. | also place on record our appreciation of the efforts
of theexpertsof ICMR & NAMSin bringing out these Guidelines.

(PrasannajHota)

Secretary

Ministry of Health and Family Welfare
Government of India

New Delhi-110011



Preface

Prof.N. K. Ganguly
Director General
Indian Council of M edical Resear ch

The successful birth of the world’'s first baby conceived by in vitro
fertilization (1VF) and embryo transfer occurred on July 25, 1978, inthe UK.
The world’'s second IVF baby was born 67 days later on October 3, 1978 in
Kolkata. India sfirst scientifically documented IV F baby was, however, born
on August 6, 1986 in Mumbai through the support of the Indian Council of
Medical Research. Sincethen, over one and half million babies conceived by
Assisted Reproductive Technologies (ART) have reportedly been born
throughout the world.

The advent of any new technology that affects mankind raises several
technical and moral dilemmas and poses many ethical and technical challenges.
ART isno exception. In the Indian context where barrennessislooked down
upon, infertile patientslook up to ART asthelast resort to parenthood. Some
of them are prepared to go to any extent to achieve their life's ambition.
Unfortunately, ART has not reached a stage where all forms of infertility can
be treated, nor can any clinic offer a 100% success if the couples were to
undergo any of the assisted reproductive technologies. The ART practitioner
isoften faced with atechnical challenge of trying to select the right treatment
for aparticular type of infertility, knowing fully well that none of the available
techniques offer 100% success. The practitioner also faces moral responsibility
of trying to convince the infertile couple of this fact and let them know the
chances of success and failure by the particular treatment that is being offered.

Xi



Theincreasing demand for ART hasresulted in mushrooming of infertility
clinicsinIndia. Thereisno reliableinformation onthe number of ART clinicsin
Indiainthe absence of anational registry of ART clinics. Thereisnoinformation
on thefollow-up of babiesborn after the use of ART to know theincidence of
congenital malformation in them. There have been reports in the press of
mal practices carried out by someART clinics.

Such malpracticesare not uniqueto Indiabut are agloba phenomenon.
Many countries have taken stepsto prevent such aberrant occurrences. Austria,
Australia, Brazil, Canada, the Czech Republic, Denmark, France, Germany,
Greece, Hungary, Iceland, Israel, Italy, Japan, Korea, Mexico, the Netherlands,
Norway, Saudi Arabia, Singapore, South Africa, Spain, Sweden, Switzerland,
Taiwan and Turkey havelegidationsfor the practice of ART. Scientific societies
inFinland, Poland, Portugal and the USA have drawn up guidelinesfor the practices
of ART. Argentina, Egypt and the UK have both guidelines and legislation.
Guidelinesand/or legislation in these countries have been shown to improvethe
process of patient care and procedure outcomes.

Thereareno guidelinesfor the practice of ART, accreditation of infertility
clinicsand supervision of their performancein India. Thisdocument aimsto fill
thislacunaand also provide ameans of maintaining anational registry of ART
clinicsinIndia. Thedocument hasbeenwidely publicized, discussed and debated
by expert groups of the ICMR and the National Academy of Medical Sciences
and then by practitioners of ART and the public in Chennai, Jodhpur, Kolkata,
Bangalore, Hyderabad and Mumbai. These discussions involved over 4000
participantsincluding doctors, scientists, bureaucrats, legal experts, infertile couples
and the general public. Thisdocument was also put on the Council’ swebsite and
elicited many comments and responses.

All attempts have been diligently made to encompassall pointsof view
and bring out adocument that conveysthe views of thevast mgority of participants
in the above mentioned discussions and debates.

Thisdocument should be useful to theinfertility clinicsaswell astothose
who seek the services of such clinics. However, asART isan evolving field, this

Xii



document will need to beperiodically reviewed. Thiswill beachallenging task both
for the practitionersof ART and theregulatory authority that isyet to be established.

dawad - ]
(Prof. N. K. Ganguly)
Director General
Indian Council of M edical Research
New Delhi-110029
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1)

(2)

3)

“4)

)

(6)

1.2.1

1.5.5

1.6

1.6.10

3.14.7

3.15

Corrigendum

Artificial Insemination (AI)

Al is the procedure of artificially transferring semen into
reproductive system of a woman. This technique comprises
artificial insemination with husband’s (AIH) or with donor sperm
(AID). (Page No. 5)

Programme co-ordinator/director

This should be a senior person who has had considerable
experience in handling all aspects of ART. (Page No. 23)

ART Procedure

“National Accreditation Committee” appearing in para
1.6 may be read as “National Advisory Committee”.
(Page No. 24)
The future ART technologies

“National Accreditation Committee” appearing in para
1.6.10 may be read as “National Advisory Committee”. (Page

No. 32)

The State Government would close down any unregulated clinics
not satisfying the above criteria. (Page No. 73)

Responsibilities of the Accreditation Authority

The para 3.15 may be read as follows:

XX1il
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3.15.2

3.15  Responsibilities of the Accreditation/Appropriate
Authority

3.15.1 State Accreditation Authority :

A State Accreditation Authority will be set up by the
State /UT Governments through their Department of Health and
/or Family Welfare to oversee all matters relating to accreditation,
supervision and regulation of ART Clinics in the States/UTs in
accordance with the Guidelines. The functions of the
Accreditation Authority, inter-alia, include-

1) to review the activities of Appropriate Authorities
functioning in the State and take appropriate action
against them;

1) to monitor the implementation of the provision of the
Guidelines by ART clinics;

1ii) to order closure of an ART Clinic if the ethical Guidelines
and operative procedures laid down in the Guidelines
are not followed.

Appropriate Authority.

The State Government may also set up one or more
Appropriate Authorities for implementation of the Guidelines for
the whole or a part of the State having regard to the number of
ART Clinics. Functions of the Appropriate Authority are:

- to grant or suspend registration of an ART Clinic;

- to enforce the provisions of the Guidelines by ART
Clinics;

- to investigate complaints of breach of the Guidelines;

- to visit any ART Clinic/Centre accredited or not
accredited, once a year with or without prior information

XXiv
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3.15.3

3.15.4

to the clinic/centre, to determine if the ethical guidelines
and operative procedures are being followed. If not,
the Authority will point out lapses to the clinic/centre in
writing. If these lapses continued for a maximum period
of six months (during which period that clinic shall not
engage in any activity related to the lapses), the
Appropriate Authority would recommend to the State
Accreditation Authority that the clinic/centre may be
ordered to be closed;

- to impose a fine or a penalty on the clinic/centre for
violation of any provisions of Guidelines as per
delegation of powers by the State Accreditation
Authority;

- to visit and regulate semen banks in the manner
mentioned above;

- any other function as directed by Accreditation Authority

Complaints Redressal Mechanism

Acclient of an ART Clinic or any other person can file a
complaint against an ART Clinic for breach of any provisions of
the Guidelines or in respect of any related matter to the
Appropriate Authority. The Appropriate Authority shall investigate
such complaints and take appropriate action under intimation to
the complainant.

Central Advisory Committee

Ministry of Health and Family Welfare, Government of
India will set up a National Advisory Committee under the
Chairmanship of Secretary, Health & Family Welfare and
Director General, ICMR as Co-chairman. The composition of
the Committee is given in Chapter 9. The National Advisory
Committee will review and monitor the implementation of the

XXV
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(7

®)

9)

3.16.4

5.0

9.0

Guidelines and advise the Central Government on all policy
matters relating to regulation of ART Clinics.

Rights of an unmarried woman to AID
Para 3.16.4 is to be deleted. (Page No. 75)
Training

The last three lines of page 101 may be read as: Such
conference must be encouraged through organization such as
the Indian Council of Medical Research (ICMR), Department
of Science and Technology (DST), Department of Biotechnology
(DBT), Council of Scientific and Industrial Research (CSIR) and
the various science academies in India. (Page 101)
Composition of the National Advisory Committee.
Executive Secretary: A Officer not below the rank of Joint

Secretary in the Ministry of Health and Family Welfare, Govt. of
India. (Page 117)

XXVi
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and
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1 Introduction

Infertility, though not life threatening, causesintense mental agony and
traumathat can only be best described by infertile couplesthemselves. Thereare
no detailed figures of the extent of infertility prevalent in Indiabut amultinational
study carried out by WHO (Diagnosis and treatment of infertility, ed. P. Rowe
and E. M. Vikhlyaeva, 1988) that included India, placestheincidence of infertility
between 10 and 15%. Out of apopulation of 1000 million Indians, an estimated
25% (250 million individuals) may be conservatively estimated to be attempting
parenthood at any giventime; by extrapolating the WHO estimate, approximately
13to 19 million couplesarelikely to beinfertilein the country at any giventime.

Prevention and appropriate treatment of infertility hasbeenincludedin
the | CPD (International Conference on Population and Development) Programme
of Action; it followsthat aleviation of infertility should beincluded asacomponent
of the primary health care system. Most typesof infertility such asreproductive
tract infections (RTI1) and genital tuberculosis, are preventable and amenableto
treatment. About 8% of infertile couples, however, need serious medical
intervention involving the use of advanced ART (Assisted Reproductive
Technologies) procedures such as IVF (In virto Fertilization) or ICSI
(Intracytoplasmic Sperm Injection). Such advanced treatment isexpensive and
not easily affordableto the majority of Indians. Further, the successful practice of
ART requires considerable technical expertise and expensiveinfrastructure.
Moreover, the success rate of any ART procedureis below 30% under the best
of circumstances. Infertility, specially inour country, also hasfar-reaching societa
implications. Therefore, with therapidly increasing use of ART in our country, it
has becomeimperativeto ensuretheir safety and have safeguards against their
possible misuse.

Scientific societies around the world, such astheASRM, ESHRE and
IFFS, have drawn up guidelinesfor the safe and ethical practice of ART. The
European Union and the Governments of several countriessuch asAustralia, the
UK and the USA havetaken stepsto accredit and supervise the performance of
infertility clinics.
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At present here are neither guidelines nor alegislation in regard to the
practiceof ART inIndia Thisdocument aimstofill thislacuna. 1t hasbeen prepared
after extensive consultationsheld at both the|CMR and other national institutions,
with scientists, medical practitioners, lawyers, social scientistsand activists.

The present guidelinesare meant to ensurethat ART clinicsin Indiaare
accredited, regulated and supervised to assure the patients aswell asthe public
that our ART clinicsoffer servicesthat are at par with those available anywherein
theworld. Medica malpractice now comesunder the purview of thelegal redressal
machinery of the country; this makesit all the more necessary to have national
guidelinesfor the practiceof ART.

1.1  Brief History of IVFinIndia

Theworld sfirst IVF baby, Louise Brown, was born on July 25, 1978,
inthe UK through the efforts of Dr. Robert G Edwards and Dr. Patrick Steptoe.
Theworld' ssecond and India sfirst IVF baby, Kanupriya, alias Durga, wasborn
67 dayslater on October 3, 1978, through the efforts of Dr. Subhas Mukherjee
and histwo colleaguesin Kolkata.

Dr. Mukherjee and his colleagues published ashort note on their above
work, inthe Indian Journa of Cryogenics(Vol. 3: page80, 1978). Thetechniques
used by Mukherjee were markedly different from those used by Edwards and
Steptoe. Mukherjee wasthefirst personintheworldto use

(a) gonadotropins for ovarian stimulation prior to ovum pick-up in
an IVF treatment cycle;

(b) the transvaginal route by colpotomy for harvesting oocytes; and

(c) freezing and thawing of human embryos before transferring them
into the uterus that led to the successful birth of Durga.

India’sfirst scientifically documented I VF baby, Harsha, was born
onAugust 6, 1986, in Mumbai, through the collaborative efforts of theICMR’s
Institute for Research in Reproduction and the King Edward’s Memorial
Hospital (KEM). This work was executed after being approved by the
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Scientific Advisory Committee of the ICMR’s Institute for Research in
Reproduction and the Ethics Committee for Human Experimentation of the
KEM Hospital. Full details of thisand other studiesin thisareawere published
in the ICMR Bulletin (1986: No. 16) and in peer reviewed national (Natl.
Med. J. India 1:10, 1988) and international journals (J. In vitro Fertilization
& ET 5:376, 1988). Birthsof IVF babieswere reported subsequently during
the same year by two other clinicsin India. There are an estimated 250 IVF
clinicsin Indiatoday.

1.1.1 ART - an alternativetoreversal of Sterilization

Infertility, consequent to use of terminal methods of contraception
under the Family Planning Programme, may sometimes need to be reversed
for personal reasons such as having lost a child/children born prior to
sterilization. IVF is one of the options for women in whom fallopian tubes
have been surgically severed and where recanalisation for correction of
infertility hasfailed.

1.2  Definitions
1.2.1 Artificial Insemination (Al)

Al isthe procedure of transferring semen into the reproductive system
of awoman. Thistechnique comprisesartificial insemination with husband’s
(AIH) or with donor sperm (AID).

1.2.2 Aspiration cycle

Initiated ART cycle in which one or more follicles are punctured
and aspirated irrespective of whether or not oocytes are retrieved.

1.2.3 Assisted Hatching

Assisted hatching allows easier rel ease of the embryo from its shell
(zonapellucida), hel ping implantation and increasing the pregnancy rate.
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1.2.4 Assisted Reproductive Technology (ART)

For the purpose of these guidelines, ART would be taken to encompass
all techniquesthat attempt to obtain a pregnancy by manipulating the sperm or/
and oocyte outside the body, and transferring the gamete or embryo into the uterus.

1.2.5 Blastocyst

Anembryowith afluid-filled blastocel e cavity (usually developing by
fiveor six daysafter fertilization).

1.2.6 Controlled ovarian hyperstimulation (COH)

Medical treatment to induce the devel opment of multipleovarianfollicles
to obtain multiple oocytesat follicular aspiration.

1.2.7 Cryopreservation

Freezing and storage of gametes, zygotes or embryos

1.2.8 Donation of Gametes

Donation of gametesisaprocess by which aperson voluntarily offers
his or her gametes for the process of procreation.

1.2.9 Ectopic pregnancy

A pregnancy in which implantation takes place outside the uterine
cavity

1.2.10 Embryo
Embryo is defined as the fertilized ovum that has begun cellular

division and continued development up to the blastocyst stage till the end of
eight weeks.
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1.2.11 Embryo donation

Thetransfer of an embryo resulting from gametesthat did not originate
from the recipient and/or her partner.

1.2.12 Embryo transfer (ET)

Procedurein which embryo(s) are placed in the uterus or fallopian tube.

1.2.13 Fertilization

The penetration of the ovum by the spermatozoon and fusion of genetic
material sresulting in the devel opment of azygote.

1.2.14 Foetus

The product of conception starting from completion of embryonic
development (at eight completed weeks after fertilization) until birth or
abortion.

1.2.15 Foetal Reduction

Foetal reduction is an invasive/interventional process by which a
higher order multiple pregnancy is reduced to a single or twin pregnancy in
order to improve the perinatal outcome.

1.2.16 Gamete

Oocytes and sperm are called gametes.

1.2.17 Hatching

It is the process that precedes implantation by which an embryo at
the blastocyst stage separates from the zona pellucida
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1.2.18 ICSI (Intracytoplasmic Sperm Injection)

In1CSlI, asingle sperm isinjected into the cytoplasm of the ovum to
effect fertilization, before the fertilized ovum is transferred to the uterus of
the woman.

1.2.19 Implantation

The attachment and subsequent penetration by the zona-free
blastocyst (usually in the endometrium) which starts five to seven days
following fertilization.

1.2.20 Infertility

Failure to conceive after at least one year of unprotected coitus

1.2.21 Intrauterinelnsemination (1Ul)

Intrauterine Insemination involves the introduction of sperm into
the uterus of the woman. In IUI, specially prepared sperm are injected into
the uterine cavity via afine cannula passed through the cervix. At thissite,
the sperm are near the uterine entrance of each of the two fallopian tubes and
thus have a shorter distance to swim in order to reach the oocyte(s) rel eased
at the time of ovulation.

1.2.22 IVF-ET (Invitro Fertilization-Embryo Transfer)

Invitro Fertilization-Embryo Transfer (IVF-ET) isthefertilization
of an ovum outside the body and the transfer of the fertilized ovum to the
uterus of a woman.

1.2.23 IVMTS& IVMO (Invitro Maturation of Testicular
Sperm and In vitro Maturation of Oocytes)

Invitro Maturation of Testicular Sperm (IVMTS) involves keeping
thetesticular sperm in aculture medium under optimal conditions where they
can attain physiological maturity and acquire motility.
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Invitro maturation of immature oocytesinvolves keeping theimmature
oocytesin an appropriate culture medium under optimal conditionswherethey
can attain physiological maturity.

1.2.24 Oocyte donation

AnART procedure performed with third-party oocytes
1.2.25 Ovum/Oocyte

Ovum/oocyteisthefemale gamete produced inthe ovary.

1.2.26 PESA (Percutaneous Epididymal Sperm Aspiration)
and TESA/TESE (Testicular Sperm Aspiration/
Extraction)

Percutaneous Epididymal Sperm Aspiration (PESA) and Testicular
Sperm Aspiration (TESA) are simplified, minimally invasive outpatient
procedures that allow the physician to recover the sperm for fertilization in
patients with obstructive azoospermia (lack of sperm in semen).

PESA requires aneedleto be introduced into the epididymis and the
contents aspirated. The aspirate is observed under the microscope to determine
if motile sperm are present.

In TESA, the needleisintroduced into the testicle itself.
1.2.27 Pre-implantation Genetic Diagnosis (PGD)

Pre—implantation Genetic Diagnosis is a technique in which an
embryo formed through I VF istested for specific genetic disorders (e.g. cystic
fibrosis) or other characteristics prior to implantation.

1.2.28 Preterm Birth

A birth which takes place after at least 20, but lessthan 37, completed
weeks of gestation. Thisincludes both live births and stillbirths. Birthsare
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counted as birth events (e.g. atwin or triplet live birth is counted as one birth
event).

1.2.29 Semen

A thick, whitish fluid discharged through the penis during gjaculation
containing spermatozoa, secretions from the testes, seminal vesicles, prostate
gland, bulbo-uretheral and other glands associated with the male reproductive
system.

1.2.30 Semen Donor

Semen obtained from third party for purpose of inseminating the
wifein cases where husband is unable to produce healthy semen.

1.2.31 Sperm

Sperm are the male gametes produced in the testicles.

1.2.32 Spontaneousabortion

Spontaneous|oss of aclinical pregnancy before 20 completed weeks
of gestation or, if gestational age is unknown, a weight of 500 g or less.

1.2.33 Surrogacy

Surrogacy is an arrangement in which a woman agrees to carry a
pregnancy that is genetically unrelated to her and her husband, with the
intention to carry it to term and hand over the child to the genetic parentsfor
whom she is acting as a surrogate.

1.2.34 Surrogacy with Oocyte Donation
Surrogacy with oocyte donation isaprocessin which awoman allows

insemination by the sperm/semen of the male partner of acouplewith aview
to carry the pregnancy to term and hand over the child to the couple.

10
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1.2.35 Zygote

Fertilized oocyteprior tofirst cell divisioniscalled zygote

1.3 Minimal Physical Requirements for an ART
Clinic

A well designed ART clinic of Level 2 or Level 3 (Sections 2.5.3
and 2.5.4) should have a non-sterile and a strictly sterile area as detailed
below. Some of the spaces mentioned below could be combined (that is, the
same space may be used for more than one purpose) as long as such a step
does not compromise the quality of service. However, the space provision
for the sterile area cannot be combined with those for the non-sterile areaand
vice-versa. For level 1B infertility care units (section 2.5.2), astrictly sterile
area will not be required. The space requirement, however, will include, a
reception area, a waiting room for the patients, a consulting room for the
gynaecologist, and requirements mentioned under 1.3.1.8, 1.3.1.9 and
1.3.1.10.

1.3.1 Thenon-sterilearea

The non-sterile area must include what is listed under 1.3.1.1 to
1.3.1.9 below.

1.3.1.1 A reception and waiting room for patients

1.3.1.2 A room with privacy: A room with privacy for interviewing and
examining male and female partners independently is essential.
Evaluation of infertility necessitates history taking of the most
intimate sexual practices between the couples. Thisis followed by
close examination of the reproductive tract and sexual organs.
Adequate measures must be taken to ensure that history taking and
examination are carried out in strict privacy, maintaining the dignity
of the patients. In case a male doctor examines a female patient,
there must always be afemale attendant present. The room must be

11
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1.3.13
1314

1.3.1.5

1.3.1.6

1.3.1.7

equipped with an examination table and gynecol ogical instrumentsfor
examining the femal e per vaginum, an appropriate ultrasonographic
machine with aprobe for transvaginal examination of the female and
examination of thetestesand excurrent male reproductivetract. A colour
Doppler would be useful but not essential.

A general-purposeclinical laboratory

Store room: A well-stocked store for keeping essential stock of
especially those items that have to be imported, precluding the need
to be caught short in the middle of treatment. Facilities must be
available for storing sterile (media, needles, catheters, petri dishes
and such-like items) and non-sterile material under refrigerated and
non-refrigerated conditions as appropriate.

Record room: Record keeping must be computerized as far as
possible so that datais accessible retrospectively for analysis or when
called upon by the supervisory agency. There are many software
programmesfor this purpose, which are commercially availabletoday.
A user-friendly one should be chosen that could be used widely.
Besides containing essential details of the patient’srecords, it must
contain history of the cause of infertility asdiagnosed earlier, results
of new diagnosisif relevant, the treatment option best suited for the
particular patient, the treatment carried out and the outcome of
treatment, and follow-up if any. Any other noteworthy point such as
possible adverse reaction to drugs, must be recorded. ICMR should
make an effort to devise aform for basic datarecording, which would
be suitable for India

Autoclaveroom: A separate facility must be availablefor sterilizing
and autoclaving all surgical items as well as some of those to be
used in the in vitro culture laboratory.

Sepsfor vermin proofing: Adequate steps should be taken to make
the whole clinic vermin proof, with suitable traps for preventing
insects and other forms of unwanted creatures entering the clinic.

12
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1.3.1.8

1.3.1.9

Thisessential detail should be planned at an early stage because no
pesticide can be used in afully functional IVF clinic, asit could be
toxic to the gametes and embryos.

Semen collection room: This must be a well-appointed room with
privacy and an appropriate environment; it should be located in a
secluded areacloseto thelaboratory. Such afacility must be available
in-house rather than having the patient collect the sample and bring
it to the laboratory for analysis as, in the latter case, semen quality
and identity islikely to be compromised. Procedures for collection
of semen as described inthe WHO Semen Analysis Manual must be
followed with special reference to the type of container used; these
containers must be sterile, maintained at body temperature and non-
toxic. This room must have a washbasin with availability of soap
and clean towels. The room must also have atoilet and must not be
used for any other purpose.

Semen processing laboratory: There must be aseparate room with
alaminar air flow for semen processing, preferably closeto the semen
collection room. This laboratory must also have facilities for
microscopic examination of post-coital test smears. Good L aboratory
Practice (GLP) guidelines as defined international ly must be followed.
Care must be taken for the safe disposal of biological waste and
other materials (syringes, glass slides, etc.). Laboratory workers
should be immunized against hepatitis B and tetanus.

1.3.1.10 Clean room for 1Ul: There must be a separate area/room with an

1.3.2

appropriate table for Intra-Uterine Insemination (1UI).

The sterile area

The sterile area shall house the operation theatre, a room for
intrauterine transfer of sperm or embryos and an adjoining
embryology laboratory. Entry to the sterile area must be strictly
controlled by an anteroom for changing footwear, areafor changing
into sterile garments and a scrub-station. The sterile area must be

13
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1.3.2.2

air-conditioned where fresh air filtered through an approved and
apgropriatefi Iter system iscirculated at an ambient temperature (22-
25 C).

The operation theatre: This must be well equipped with facilities
for carrying out surgical endoscopy and transvaginal ovum pick-up.
The operation theatre must be equipped for emergency resuscitative
procedures.

Room for intrauterinetransfer of embryo: Thisroom must be a
sterile area having an examination table on which the patient can be
placed for carrying out the procedure and rest undisturbed for a
period of time.

1.3.2.3 Theembryology laboratory complex: The embryology laboratory

must have facilitiesfor the control of temperature and humidity and
must have filtered air with an appropriate number of air exchanges
per hour. Walls and floors must be composed of materials that can
be easily washed and disinfected; use of carpeting must be strictly
avoided. The embryology laboratory must have the following:

e alaminar flow bench with athermostatically controlled heating
plate
e astereo microscope

e aroutine high-powered binocular light microscope

e a‘high resolution’ inverted microscope with phase contrast or
Hoffman optics, preferably with facilitiesfor video recording

e amicromanipulator (if ICSI isdone)

e aCO;incubator, preferably with aback up

e ahotair oven

e alaboratory centrifuge

e equipment for freezing embryosin a programmed manner

liquid nitrogen cans

14
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1.3.3.2

e arefrigerator

Appropriate steps need to be taken for the correct identification of
gametes and embryos to avoid mix-ups. All material from the
operation room, culture dishes and Fal con tubes for sperm collection
(including lids), must bear the name of the patient. In the incubator,
identified oocytes and sperm should be kept together on the same
tray and double-checked. Pipettes used should be disposed off
immediately after use. The embryology laboratory must have adaily
logbook in which all the day’s activities are recorded, including the
performance of the equipment.

Ancillary laboratory facilities

Theinfertility clinic need not have in-house facilitiesto perform all
the procedures necessary to diagnose infertility, such as those
mentioned below. They can be farmed out to speciality laboratories
specializing in delivering such services, aslong as they are located
in the neighborhood.

Hormone and other assays: Theinfertility clinic must have ready
access to laboratories that are able to carry out immunoassays of
hormones (FSH, LH, Prolactin, hCG, TSH, Insulin, Estradiol,
Progesterone, Testosterone and DHEA) and tests such as for HIV
and Hepatitis B. Endocrine evaluation constitutes an essential
diagnostic procedure to determine the cause of infertility. It is also
necessary to estimate blood estradiol in samplestaken from awoman
undergoing controlled ovarian hyperstimulation, and have the result
on the same day to determine the dose of drugs to be given for
induction of ovulation. Accurate monitoring of endocrine response
to controlled ovarian stimulation goes a long way in preventing
ovarian hyperstimulation.

Microbiology and histopathology: Another important facility in
an ART clinic (or easily accessible to it) would be that of a
microbiology laboratory that can carry out rapid testsfor any infection,

15
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1.4

and a clinical chemistry laboratory. Facilities for carrying out
histopathol ogical studies on specimens obtained from the operation
theatrewould also be desirable.

Maintenanceof thelaboratories: Each laboratory should maintainin
writing, standard-operating manual sfor the different procedurescarried
out inthelaboratory. It should be ensured that thereisno “mix up” of
gametesor embryos. The patient’s name should beclearly labeled on all
the tubes, dishes and pipettes containing the gametes and embryos. All
pipettes should beimmediately discarded after use.

Laminar flowhoods, |aboratory tables, incubators and other areaswhere
sterility is required must be periodically checked for microbial
contamination using standard techniques, and arecord of such checks
must be kept.

A logbook should be maintained which records the temperature,
carbon dioxide content and humidity of the incubators and the
manometer readings of the laminar air flow.

All instruments must be calibrated periodically (at |east once every
year) and arecord of such calibration maintained.

Quality of consumables used in the laboratory: All disposable
plasticware must be procured from reliable sources after ensuring
that they are not toxic to the embryo. Culture media used for
processing gametes or growing embryosin vitro should be preferably
procured from reliable manufacturers. Each batch of culture medium
needs to be tested for sterility, endotoxins, osmolality and pH. The
embryologist should know the composition of the media that are
being used. Most media are supplemented with serum; they should,
therefore, betested for antibodiesto HIV 1 and 2, Hepatitis B Surface
Antigen and Hepatitis C RNA.

Back-up Power Supply

16
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There should be no interruption in power supply to theincubator and to
other essential servicesintheclinic. Given the power supply situationinIndia, it
IS, therefore, imperative that apower back up in theform of UPS systemsand/or
acaptive power generation systemisavailableininfertility clinicsoffering ART
services.

1.5 Essential Qualificationsof theART Team

The practice of ART requires awell-orchestrated teamwork between
the gynaecologist, the andrologist and theclinical embryologist supported
by a counsellor and a programme coordinator/director. The staff
requirements given below would be mandatory for Level 2 and Level 3 clinics
(see Section 2.5.3 and 2.5.4). Inthe case of small Level 2 and Level 3 clinics,
the services of the andrologist, the clinical embryologist and/or the counsellor
could be shared.

1.5.1 Gynaecologist

Theminimal qualification for agynaecologistinalLevel 1B, Level 2
or Level 3 clinic (see Sections 2.5.2, 2.5.3 and 2.5.4) is a post-graduate
diplomaor degree in gynaecology. Additional experience should include:

© Understanding the causative factors of maleand femaleinfertility.

© Acquiring knowledge of the practice and use of diagnostic
methods for determining the cause of infertility.

© Acquiring knowledge of the clinical aspects of reproductive
endocrinology and the reproductive defects caused by endocrine
factors, and an understanding of the limitations of the currently
used hormone assay methods, and of the techniques available
for medically or surgically correcting endocrine disorders.

© Acquiring competence/skills in gynecological ultrasonography
to diagnose reproductive tract anomalies, monitoring ovarian and
uterine response to ovarian stimulation, picking up oocytes at
the most appropriate time, and transferring embryos by any one of
the several methods currently availableto handle embryo transfer in
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‘difficult cases .

The gynaecologist must be well versed, particularly in the
pharmacology of hormone action, and know how to avoid
situations such as Ovarian Hyperstimulation Syndrome that can
pose a great health hazard.

The responsibilities of the gynaecologist would include the following:

Interviewing of theinfertile coupleinitially.

History taking.

Physical examination of thefemale.

Recommending appropriate tests to be carried out, interpreting

them and treating medical disorders (infections, endocrine
anomalies).

Carrying out laparoscopy or sonohysterosal pingography for
determining the status of the uterus and the fallopian tube.
Advising the couple on planned relationship in simple cases.
Carrying out AIH, AID, IUI, IVF or ICSI as the case may
warrant, based on diagnostic evidence.

In case of male factor infertility, if the gynaecologist is confident
and competent, he/she can treat such cases or refer them to the andrologist.
The treating doctor must be responsible for maintaining all records of
diagnosis, treatment given and consent forms. Before any treatment isgiven,
itisadvisable that the coupleisreferred to the counsellor, with all the details
of the case, for proper advise and counselling. It would be the gynaecologist’s
responsibility to seethat all equipment and instrumentsin the operation theatre
are properly functional and in order, and that alogbook is maintained of their
use and operation.

1.5.2 Andrologist

18
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Fifty percent of infertility cases are related to male factors, many of
which can be treated by specific ART procedures or other less invasive
procedures. Andrology, a subject related to male reproduction, does not
constitute aformal courseinthe medical curriculuminIndia, although several
journalsin andrology are published from different parts of theworld including
China. Thereisalso an International Andrological Society with branches or
affiliated societies all over the world. In Indiait is the urologist with a post-
graduate degree in urology that often takes on the task of treating male
infertility. Such individuals must receive additional training in diagnosis of
varioustypes of maleinfertility covering psychogenic impotence, anatomical
anomalies of the penis which disable normal intercourse, endocrine factors
that cause poor semen characteristics and/or impotence, infections, and causes
of erectile dysfunction.

© The andrologist must have knowledge of the occupational
hazards, infections and fever that causereversibleor irreversible
forms of infertility, and knowledge of ultrasonographic or
vasographic studies of the reproductive excurrent ductsto detect
partial occlusion that can be surgically corrected.

© He/she must understand the principles of semen analysisand their
value and limitation in diagnosis of male fertility status. The
person should also be able to interpret the fertility status of the
male from the result of semen analysis. The andrologist must be
ableto collect semen by prostatic massage for microbial culture
in cases where infection may lie in the upper regions (prostate,
seminal vesicles) of the reproductive tract. He/she should also
be ableto collect spermatozoafrom the excurrent ducts or testis
for usein ICSI and must al so be knowledgeabl e about the genetic
implications of using poor-quality sperm for ICSI as this
technique can vertically transfer the genetic defects of the father
to the child. He/she should be familiar with the surgical
procedures available for correcting an anatomical defect in the
reproductive system such as epididymo-vasal re-anastmosis and
varicocoel ectomy.

19



Guidelines for ART Clinics in India ICMR/NAMS

© Anindividua may act asan andrologist for more than one clinic but
each clinic where the androl ogi st works must own responsibility for
the andrologist and ensure that the andrologist isableto take care of
the entirework load of the clinic without compromising onthe quality
of service.

Theresponsihilitiesof the andrologist would include thefollowing:

e Recording case histories.

e Prescribing appropriate diagnosis and treatment based on the
diagnosis.

e Carrying out such surgical procedures as warranted by the
diagnosis.

e Maintaining all therecords, from the case history to the treatment
given, and the patient consent forms.

e Referring the couple to the gynaecologist for carrying out the
appropriate ART procedure if necessary, after the male factor
has been duly investigated.

e Referring the couple to the counsellor if necessary.

e Incasesof surgical intervention, making sure that the operation
theatre is fully functional and all supplies are available before
the start of any surgical procedure.

e Entering any deficiency that needs attention in the operation
theatre logbook.

1.5.3 Clinical Embryologist

The clinical embryologist must be knowledgeable in mammalian
embryology, reproductive endocrinology, genetics, molecular biology,
biochemistry, microbiology and in vitro culture techniques. The biologist must
also be familiar with ART. He/she must be either amedical graduate or have
a post-graduate degree or a doctorate in an appropriate area of life sciences.
(Inthecaseof aclinicin existencefor at |east one year before the promulgation
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of these guidelines, aperson withaB Sc or BV Sc degree but with at least five
yearsof first-hand, hands-on experience of the techniques mentioned below and
of discharging the responsibilitieslisted bel ow, would be acceptablefor functioning
asaclinical embryologist inthe particular clinic. Such personswould also be
eligibleto take atest to be designed and conducted by an appropriate designated
authority, to qualify for aposition of aclinical embryologistinanew clinic.) He/
shemust befamiliar with thefollowing:

©

©

© © © ©

©

Principles and practice of semen analysis and cryopreservation
of semen.

Cytology of mammalian and human oocyte to identify stages of
oocyte maturation accurately.

All aspects of embryology including developmental biology.
Cell biological techniques used in cell and tissue culture.
Molecular biology and genetics of human reproduction.

Micromanipulation of sperm and oocytes for carrying out ICSI
and single-cell biopsies of embryos for preimplantation genetic
diagnosis.

Principles and functioning of all the equipment used in the
laboratory.

In vitro fertilization of oocytes after processing the gametes.

Principles and practice of embryo freezing.

Theresponsibilities of the clinical embryologist would be:

To ensure that all the necessary equipments are present in the
laboratory and are functional.

To perform all the procedures pertaining to processing, handling
and culturing of gametes and embryos in the laboratory and hand
over the embryo to the gynaecologist.

To maintain recordsof all the procedurescarried out in the laboratory.
In case of shortage of adequately trained clinical embryologists, an

21



Guidelines for ART Clinics in India ICMR/NAMS

individual may act asaclinical embryologist for morethan oneclinic
but each clinic where the person works must own responsibility for
the embryologist and ensure that the embryol ogist isableto take care
of theentirework |oad of the clinic without compromising onthe quality
of service. An embryologist must not be associated with more than
two centersat any giventime.

1.5.4 Counsellors

Counsellorsare an important adjunct to any infertility clinic. Indeed, in
the UK, counsellorsare appointed by the clinic but they report to an independent
body. Thisensuresthat thereisfair play by theclinic and the patients are adequately
informed of what and what not to expect from the treatment offered to them.
Counselling for ART isnot taught as a separate subject anywhere. A person who
has at |least a degree (prefarably a postgraduate degree) in Social Sciences,
Psychology, Life Sciences or Medicine, and agood knowledge of the various
causes of infertility and its social and gender implications, and the possibilities
offered by the varioustreatment modalities, should be considered asqualified to
occupy this position. The person should have a working knowledge of the
psychological stressthat would be experienced by potential patients, and should
be able to counsel them to assuage their fears and anxiety and not to have
unreasonabl e expectationsfrom ART. A member of the staff of an ART clinicwho
isnot engaged in any other full-timeactivity intheclinic can act asacounsellor.

The counsellor must invariably apprai se the coupl e of the advantages of
adoption asagainst resorting to ART involving adonor. Anindividual may act asa
counsellor for more than one clinic but each clinic where the counsellor works
must own responsi bility for the counsellor and ensure that the counsellor isableto
take care of the entire counselling load of the clinic without compromising on the
quality of the counselling service.

1.5.5 Programme co-ordinator/director

Thisshould be asenior person who has had considerable experiencein
all aspects of ART. The programme co-ordinator/director should be ableto co-
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ordinate the activities of therest of the team and take care of staff administrative
matters, stock keeping, finance, maintenance of patient records, statutory
requirements, and public relations. He/she should ensure that the staff are keeping
up withthelatest developmentsin their subject, by providing themwith information
fromtheliterature, making available to them accessto the latest journals, and
encouraging them to participate in conferences and meetings and present their
data. The programme co-ordinator/director should have a post-graduate degree
in an appropriate medical or biological science. In addition, he/she must havea
reasonabl e experience of ART.

1.6 ART Procedures

A variety of ART procedureshave been described intheliterature. Only
those proceduresthat have been widely tested and proven to be satisfactory as of
writing thisdocument arelisted here. It would betheresponsibility of the National
Accreditation Committee (Chapter 9) to ensurethat thelist givenin thisdocument
isenlarged in real time as progress occurs in the field. It is hoped that the
practitionersof ART inthe country will bring to the notice of the Committeeona
continuing basis, any new procedurefor the practice of which therewould appear
to be asound scientific case. The National Accreditation Committee or abody
appointed by it will approve or disapprove the new procedure within six months
of its having been made aware of inwriting: if thisisnot done, the clinic could
continueto usethe procedure until the above body hastaken adecision onit. No
new procedure that has not been approved as above should be permitted to be
used by aninfertility clinic for morethan the period mentioned above.

Oneof the primary concernsof all ART treatmentsisthe safety of the
patients and of their gametes and embryos which constitute the very beginning of
anew individual'slife. Thebasic tenets of any medical treatment mentioned inthe
Helsinki Declaration of 1964 and reiterated in October 2000 in Scotland
(information available on the Internet) clearly spell out the ethical concerns of
treating patients. Thesebasic tenetsare also applicableto ART. Theclinic must
ensurethat aparticular ART being offered isfully in consonancewith thediagnosis
made of the cause of infertility. More particularly, the clinic must make surethat
patients are well informed about the treatment being offered to them, the reasons

23



Guidelines for ART Clinics in India ICMR/NAMS

of suggesting aparticular form of treatment, and alternative therapiesavailableif
any.

If aclinicisofferingan ART that isnot listed in these guidelinesnow or
asmodified in the future (vide para 1 of this Section), the procedure must be
approved by the clinics ethics committee (constituted as recommended by the
ICMR ethicd guidelines, 2000), justifying the need for the procedure and explaining
why alternatives are not suitable. [Only clinicsof Level 2 or Level 3 (Sections
2.5.3 and 2.5.4) would be required to have an ethics committee.] Informed
consent from the patientswould be mandatory in such casesaswell. Asmentioned
in paraone of thissection, the clinic must also bring the new procedureto the
notice of the National Accreditation Committeefor itsapproval; if such anapprova
isnot granted, all further use of the procedure must stop.

1.6.1 Artificial insemination with husband’s semen (AlIH)

Thetechnique consistsin placing in theinterior of the vaginaasampl e of
the unprocessed semen.

1.6.2 Artificial insemination with donor semen (Al D)

The indications for AID are when there is (a) non-obstructive
azoospermia; (b) the husband has a hereditary genetic defect; or (c) when the
couples have Rhincompatibility.

The main advantage of AID is that it enables a couple to achieve
pregnancy even though the husband is not the biological father. However, the
possibletransmission of diseasesfrom the donor to the future child and therisk
of consanguinity, constitute some drawbacks that must be brought to the notice
of the patients. It isnecessary to get the informed consent of both the partners
after they are counselled about the possible psychological conflict they may face
later intheir lifewith the knowledge that one of themisnot the biological parent of
their child.

AID isan ethically acceptable procedure provided thereisamedical
indication and psychological confirmation for its use. Also, the normal
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conditions of anonymity and screening of the donor must be met and only frozen
sperm samplesthat have passed appropriate quarantining for infectious diseases
suchasHIV, hepatitisB and C, and syphilis should be used (for detail s see Chapter
3). AID involvesthe placing of adonor’s semeninto theinterior of the vagina.
Common indications:

© Husband has non-obstructive azoospermia.

© Husband hasahereditary genetic defect.
© ThecouplehasRhincompatibility.
©

Thewomen isiso-immunized and has|ost previous pregnancies and
intrauterine transfusion is not possible.

© Husband has severe oligozoospermia and the couple does not wish
to undergo any of the sophisticated ART such as ICSI.

1.6.3 Intrauterineinsemination with either husband’sor
donor semen (IUI-H or 1UI-D)

IUI involves the processing of semen in the laboratory so asto yield
pure, activated sperm, devoid of seminal plasma, which are then directly placed
into the uterus.

Common indications:

© Hostile uterine cervix that does not respond to medication. (Cervical
hostility can readily be determined by carrying out proper tests such
as the sperm-mucous interaction test or post-coital tests. Technical
skills constitute an important factor in carrying out these tests correctly
and reading theresults.)

© Incaseswhere husband's sperm cannot be used for reasons as described
abovefor AID.

1.6.4 Invitro fertilization and embryo transfer (IVF-ET)
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The technique of 1VF consists of bringing about the fertilization of
the oocyte and the spermatozoa in the laboratory instead of in the woman’s
fallopiantube. IVFinvolvesinduction of ovulation in order to obtain multiple
oocytes, thus making available more embryos with which higher pregnancy
rates can be achieved. Serial determination of plasma estradiol levels and
daily monitoring of ovarian follicular growth by ultrasonography would
indicate the response to ovarian stimulation. At the appropriate moment of
follicular growth, thefollicles are aspirated to obtain the oocytes. The oocytes
are mixed with appropriately capacitated spermatozoa from the husband (or
the donor, if the medical condition indicates the use of donor sperm) and kept
in anincubator for fertilization which is observed microscopically after 16 to
18 hours. Embryos aretransferred into the uterine cavity between days 2 and
6 after oocyte aspiration. If implantation ensues, pregnancy can be confirmed
by 14 to 16 days after embryo transfer by determining the presence of hCG in
ablood or urine sample. Such atest is reliable only when progesterone is
used for luteal supplementation instead of hCG.

The success rate of 1VF is approximately one in every 4-5 women.
IVF isthe therapeutic option of reproductive medicine with the highest yield
per attempt, coming close on many occasionsto that achieved by fertile couples
conceiving naturally.

Common indications:

© The original indication for IVF was irreversible pathology of the
fallopian tubes, resulting from an inflammatory process or from
previoussurgery. However, inrecent yearstheindicationsfor IVFinclude
infertility dueto asubnormal malefactor.

Other indicationsinclude:

© Idiopathicinfertility.
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© Endometrioss.
© Infertility of immunologica origin.

1.6.5 I VF-associated techniques

Gamete Intrafallopian Tube Transfer (GIFT) or Tubal Embryo
Transfer (TET) has been recommended for patients with undamaged fallopian
tubes. Access to the tube is gained by laparoscopy or by retrograde
catheterization through the uterine cervix. GIFT is associated with higher
levels of pregnancy than IVF but it has the drawback that it is unable to
demonstrate the fertilizing capacity of the gametes.

1.6.6 Intracytoplasmic sperm injection (ICSl) with
gjaculated, epididymal or testicular sper matozoa

It iswell known that the incidence of fertilization with sub-optimal
semen ismuch lower in contrast to normal semen samples. It has been argued
that since a sizeable number of couplesare not suitable for IVF because their
sperm count isfar below 10 million/ml with lessthen 30% sperm being motile
and more than 30% having abnormal morphol ogy, alternate methods must be
found to facilitate fertilization. Several approaches have been developed to
circumvent the barriers (the zona pellucida and the ooplasmic membrane)
that prevent the sperm reaching the ooplasm. Notable amongst these are:
partial zona dissection (PZD), subzonal insemination (SUZI), and
intracytoplasmic sperm injection (1CSI).

Live births have been reported using all these methods. The use of
PZD or SUZI must be discouraged, asthey do not offer any distinct advantage.
ICSl isthe most widely accepted choice of treatment for male factor infertility.
ICSI can be carried out with fresh or frozen-thawed ejacul ated or epididymal/
testicular motile or live spermatozoa.

1.6.6.1 Indications of ICSI with e aculated sper matozoa

* Severemale-factor infertility.
e Fertilization failure after standard |V F treatment.
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*  Number of spermatozoain the g aculate too low for IVF.
1.6.6.2 Indicationsof | CSl with epididymal sper matozoa

obtained by microsurgical epididymal sperm aspiration

(MESA/PESA)

* Congenital bilateral absence of the vas deferens (CBAVD).

* Failed vasoepididymal anastomosis.

* Failed vasovasal anastomosis.

* Obstruction of both gaculatory ducts.

* Anejaculation because of spinal cordinjury.

* Retrograde gjaculation.

1.6.6.3Indications of ICSI with testicular spermatozoa (TESA)

e Extensivescarring, rendering MESA/PESA impossible.
* Germ-cell hypoplasia (hypospermatogenesis).

* Germ-cell aplasiawith focal spermatogenesis.

e Sertoli cell-only syndrome with focal spermatogenesis.

1.6.6.4Indications of ICSI with in vitro matured oocytes
* Polycystic ovary.
* History of ovarian hyperstimulation.

1.6.7 Oocyte donation (OD) or embryo donation (ED)

Oocyte donation would necessitate using the husband’'s semen for
fertilization and transferring the resultant embryo to theinfertile female partner.
Embryo donation would obviate the necessity of using the husband’'s semen.
The choice of oocytes and embryos for oocyte or embryo donation would
depend entirely on the circumstances prevalent at the time theinfertile couple
comes for treatment, and the access of the infertility clinic to frozen oocytes
or embryos.

1.6.7.1 Indications for oocyte or embryo donation
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* Gonadal dysgenesis.

* Prematureovarian failure.

* latrogenic (due to ovarian surgery or radiation, or chemical
castration) ovarian failure.

* Women who have resistant ovary syndrome, or who are poor
responders to ovulation induction.

* Women who are carriers of recessive autosomal disorders.

* Women who have attained menopause.

Donors should be healthy (as determined by medical and
psychological examination, screening for STDs, and absence of HIV
antibodies) women in the age group of 18-35 years. Oocytes may be obtained
for donation, mostly by surgical intervention from women participating in an
IVF program, or those undergoing €lective sterilization or surgery.

The recipient should be a healthy woman (determined by medical
and psychological examination) having normal genitalia (as determined by
physical examination) and uterine cavity (as determined by hystero-
salpingography). In case of OD, the semen characteristics of the husband
must be determined to see if they are in conformity with those associated
with normal fertility. The blood group of the donor should be noted; the donor
should also betested for antibodiesto rubella, HIV, hepatitis, CMV, gonorrhea,
syphilis, chlamydia, mycoplasmaand trichomonas.

Ovum/embryo donation can be carried out in menopausal women
with no surviving child and desiring to have a child. The endometrium of
menopausal women has the ability to respond to sex hormones and provide a
receptive environment for the implantation of an embryo.

Various protocols are now available to prepare the endometrium of
therecipient for OD or ED with estrogens and progestogens until the placenta
takes over the function of maintaining the gestation.

1.6.8 Cryopreservation
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Facilitiesfor cryopreservation are an essential component of an ART
clinic as they are to be used under a variety of conditions such as those
described below.

1.6.8.1 Freezing semen

Men, who are likely to suffer from psychological stress at the time
of ovum pick-up or those who cannot be present at the time of ovum pick-up,
are recommended to have their semen frozen for use at the appropriate time.
One of the important reasons for freezing semen from donors is that any
donor semen has to be quarantined for six months. The safety of using frozen
sperm has been abundantly proven, both by experimental work and the actual
resultsin humans. Mattersof concern are the donor’s health and the necessity
to avoid donors who are infected with venereal diseases, hepatitis B or C, or
HIV. One of the drawbacks of sperm freezing is an approximate 20 % lossin
motility after thawing. Donors whose semen is frozen for future use are
required to report to the semen bank six months after donation to be checked
for HIV, HBV or HCV infection/disease status.

1.6.8.2 Freezing embryos

Embryos are routinely cryopreserved to enable storage of
supernumerary embryos, as upto a maximum of only three embryosisallowed
for transfer to avoid the risk of multiple pregnancies. Embryo freezing isa
widespread routine procedure to increase cumulative pregnancy rates.

Human embryos can be successfully cryopreserved at any stage from
zygote to blastocyst, using 1, 2 propanediol (PROH) or dimethylsulfoxide
(DM SO) for zygotes and cleaved embryos and glycerol for blastocysts. The
formation of ice crystals is of concern during embryo freezing. Using
programmed, slow freezers reduces this problem considerably, and slow
cooling isthe most widely employed method. Human embryos are known to
survive asimple ultra-rapid procedure of fast cooling but there is not much
data on the efficacy of these techniques when used routinely. Straws or
ampoules used for freezing embryos should be carefully and permanently
labeled for identification purpose.
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Patients should be fully informed before the treatment cycle on the
procedure of cryopreservation, therisks and, particularly, what isto be done
with their embryosif they do not use them. They should sign aconsent form
concerning the agreement for embryo freezing aswell asfor the future use of
the embryos (also see Section 3.11).

When a serum supplementation is used in the preparation of freezing
and thawing solutions, one must carefully avoid any risk of viral transmission
to the embryo through the serum.

1.6.8.3 Oocyte cryopreservation

This procedure has been successfully used in cases where a large
number of immature oocytes have been retrieved during ovum-pick-up. The
oocyte can be thawed at a later date, matured in vitro and used for oocyte
donation or similar procedures either on the person from whom the oocytes
wereretrieved or on other prospective recipients. However, the successrates
intermsof fertilization, pregnancy and live birthswith the use of cryopreserved
oocytes are not very encouraging. Much remainsto be learnt on identifying
the optimal stage of oocyte devel opment when cryopreservation would be of
value.

1.6.9 In vitro culture media

There has been a spurt of new mediaintroduced for in vitro culture
of gametes and embryos. If one takes a close ook at these media, they are
products that have evolved over the years. However, some manufacturers do
not give the exact composition of their media but merely state that for reasons
of patent protection or astrade secret they are constrained to give full details
of the composition of their media (J D Biggers, Reproductive Biomedicine
OnlineVol. 1, No 3, 2000; also available on the world-wide web: rbmonline.
com).

Thisisan undesirablesituation. Infertility clinicsthat deal with human
embryos and the future life of the productsthey create in the laboratory must
be privy to the knowledge about the mediathey use, if need be by signing an
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appropriate confidentiality agreement which would prohibit the clinic from using
or passing on the proprietary information provided by the manufactures of the
mediato any other organisation that may commercially exploit thisinformation.

When a serum supplementation has to be used in the preparation of
media, one must carefully avoid therisk of viral transmission to the embryo
through the serum.

1.6.10 The future ART technologies

Assisted reproductive technologies represent arapidly progressing
area in modern biology. It would be the responsibility of the National
Accreditation Committee (Chapter 9) to ensure that thislist of techniquesis
kept updated in real time.

1.6.11 Caution, precautions and concerns about ART practice
1.6.11.1 Ovarian stimulation

It isimportant that ART procedures aimed to facilitate the bringing
together of oocytes and spermatozoa should occur when the oocyte is ready
to fertilize. Under normal conditions it is very difficult to predict when
ovulation will occur and whether the oocytes released will be fertilizable. It
is, therefore, a common practice to induce follicular development by
administering clomiphene citrate (CC) and or human menopausal gonadotropin
(hMG) prepared from menopausal urine, followed by human chorionic
gonadotropin (hCG) for the induction of ovulation just when the ovarian
follicle has ripened and grown to its optimal size as determined by
ultrasonography. Insemination can be carried out in vivo, or the oocyte
aspirated and subjected to in vitro fertilization or ICSI. The time of oocyte
maturation can be predicted by this method to facilitate carrying out the rest
of the ART procedure.

Ovarian stimulation should be carried out with the utmost caution
to avoid Ovarian Hyperstimulation Syndrome (OHSS). Basal blood levels of
FSH and LH should be estimated on day 1 or 2 of the menstrual cycle. LH
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levels twice as high as FSH are indicative of the woman having polycystic
ovaries; such women are prone to develop multiplefollicleswhen stimulated
and also undergo OHSS. Oocytes aspirated from such ovaries usually fail to
fertilize. If such women are subjected to mild ovarian stimulation with CC, it
isimportant to carefully monitor their ovarian response ultrasonographically.

1.6.11.2 Indiscriminate use of | CSlI

ICSI, one of the latest entrantsto the field of ART, has been claimed
to be apanaceafor severe maleinfertility. Thistechnique has never undergone
critical evaluation in animal models before introducing it to treat human
infertility. There are, therefore, some genuine concernsin regard to the use of
ICSI; some of the fears underlying these concerns have come true ( S.
Oehninger and R. G. Gasolen: Should ICSI be the treatment of choicefor all
cases of in vitro conception ? No, not in light of the scientific data. Human
Reproduction 17: 2337, 2002).

Although, ICSI hasrevolutionized the treatment for maleinfertility,
its widespread use has raised medical concerns about the transfer of genetic
defectsto future generations. Thereisahigher than normal frequency of sex
chromosome abnormalities in children born of 1CSI procedures compared
with the normal population (Science 281:651-652, 1988; Human Reproduction
13: 781-782,1998; Human Reproduction 16:115-120,2001; British Medical
Journal 327: 852, 2003; Fertility and Sterility 80: 851, 2003). Besides, infertile
men carrying Y chromosome microdeletions pass this defect to ICSl-born
sons (Fertility and Sterility 74:909-915, 2000). During ICSI, the process of
fertilization is dramatically changed. For example, there is no fertilization
occurring in vivo, and the physiological maturation of sperm, its selection
and penetration through oocyteinvestments, and itsinfluence on embryonic spatial
patterning (Nature 409: 517-521,2001), are bypassed. Because | CSI bypasses
a part of the process of natural selection and certain early developmental
mechanisms, concerns are expressed on the possibl e reproductive heal th risk(s)
totheoffspring.

InIndia, it is estimated that about 15% of married couples are sub-
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fertileor infertile. Treatment of male-factor infertility in the country hasimproved
dramatically with theintroduction of ICSI, whichiscurrently being practiced rather
extensively invariousmajor ART clinicsinthe country. It is, however, extremely
important that this approach to treating male-factor infertility iscarried out with
caution, in view of the possible risk of vertically transmitting defective
(spermatogenetic) fertility gene(s) to the male progeny, when the etiology of
infertility isgeneticinorigin (Human Reproduction 13:219-227,1998). Thus, ICSI
may fall below the general expectationsof the Helsinki Declaration (WMA 1964
and 2000). ART clinics accredited under the present programme must therefore
take due note of the above beforeresorting to ICSl, and counsel the couple for
whom ICSl isbeing recommended, appropriately. Inspite of what has been said
above, in some case, ICSI may still be the preferred choice of treatment for
infertility.

1.6.11.3 Possible misuse of ART — sale of embryos and stem cells

Thereisagrowing interest in embryonic stem cells because of their
potential use for devel oping spare organs or replacing defective tissues such
as parts of the brain destroyed due to Alzheimer’s disease, or pancreatic cells
in diabetic patients. The range of their potential useislimited only by one’'s
imagination.

ART clinics are the only source of embryonic stem cells. Spare
embryos are either frozen or returned to the infertile couple for replacement
during alater cycle, or donated to another infertile couple, or discarded after
five years using a suitable protocol (Section 3.11).

Recently, the USA banned all federal support for embryonic stem
cell researches unless the laboratories could demonstrate that they had
developed embryonic stem linesbeforeAugust 10, 2001. However, private funding
isallowed which encourages scientistsin the USA to procure stem cellsfrom
abroad. Germany has banned all research on embryos produced in that country
but permitsthe use of embryos brought from abroad.

The stand taken by the foreign governments on embryo research opens
up the possibility of embryos from developing countries that do not have
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appropriate nationa guidelinesinthisarea, being commercialy exploited and sold
to foreign countries. Therefore sale or transfer of human embryos or any part
thereof, or of gametesin any formand in any way —that is, directly or indirectly —
to any party outside the country must be prohibited. Within the country, such
embryos or gametes could be made available to bonafide researchersonly asa
gift, with both parties (the donor and the donee) having no commercial transaction,
interest or intent.



Chapter 2

Screening of Patientsfor ART: Sdlection
Criteria and Possble Complications
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2.1 Patient Selection

During last two decades, there has been amarked increase in patient
populationinall infertility clinicstheworld over, but all infertility clinics may
not be sufficiently equipped with the |atest technology and expertise essential
to offer the best possible help. Hencethereisaneed for patient selection, in
order to categorise them in specific groups and then refer them to different
levelsof infertility care unitsfor step-wise investigation and treatment.

Patient selection for referral and, finally, for ART should be based
on the findings of basic investigations on the cause of infertility. These
investigations should consist of thefollowing.

2.1.1 Husband

© Physical examination, both systemic and local, to detect any problem
that might be the cause of infertility or that may modify the management
of infertility.

© Semen analysisincluding both morphological and functional tests; if
any abnormality is detected, repeat tests should be done after suitable
intervals. Anabnormal finding on arepeat semen examination warrants
full-scale investigation by an appropriate specialist to ascertain the
cause and then institute the necessary treatment.

© Screening for infections including syphilis, HBV, HCV and HIV, and
their appropriate management.

© If needed, appropriate endocrinological investigations and therapy.

2.1.2 Wife

© Physical examination, both systemic and local, to detect any problem
that might be the cause of infertility or that may modify the management
of infertility.

© Detection and timing of ovulation by basal body temperature (BBT),
cervical mucus studies, ultrasonography, premenstrual endometrial
biopsy, histopathological examination and serum progesterone
estimation in the mid-luteal phase.
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© Assessment of tubal patency by appropriate investigations including
hysterosal pingography, sonosal pingography, or laparoscopy if required,
tofind out/rule out specific problemsand to select the appropriate therapy.

© Screeningfor local factorsincluding cervical mucus-related problems

and lower genital tract infections, and instituting appropriate therapy.

Assessment of uterine cavity by hysteroscopy.

Screening for reproductive tract infections including syphilis,

chlamydia, tuberculosis, HBV, HCV and HIV, and appropriate

management.

© If needed, appropriate endocrinological investigations and therapy.

© ©

Any gynaecologist not specifically trained in the subspeciality of
infertility care can also complete theseinvestigations.

Based on the results of these investigations, couples should be
selected for treatment at different levels of infertility care units. Depending
on the personnel competence and availability of facilities for investigation
and treatment, there should bethree levelsof infertility care units: (a) primary
infertility care units, (b) secondary infertility care units, and (c) tertiary
infertility care units. These care units should work in atier system.

2.2 Patient Selection for Treatment in Different
Infertility Care Units

In general, infertile couples can be categorized broadly into three
groups: (1) those with single defect in one of the partners; (2) those with
multiple defects in one or both the partners; (3) no apparent defect in either
partner (unexplained infertility).

2.2.1 Singledefect in one of the partner

The fault may exist either in the male or in the female partner. The
defect may be either treatable or untreatable. For example, in the female
partner, atreatable defect could be tough or imperforate hymen, or oligo- or
anovulation dueto polycystic ovary syndrome or a sub-mucousfibroid. The
untreatable femal e partner defects would include premature ovarian failure,
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absence of uterus, dense pelvic adhesions due to endometriosis, tuberculosis,
and pelvic inflammatory disease as a sequel to pelvic surgery.

Unlike femalefactor infertility, malefactor infertility is seldom easily
correctable. Except oligozoospermia without asthenospermia, and sexual
dysfunction due to phimosis, no other male factor infertility is amenable to
simple medical or surgical therapy.

If asingle defect in one of the partnersis correctable, approximately
half of the patients will respond to conventional medical or surgical therapy
and the other half will not. Further treatment for the unresponsive couples
will then consist of counselling and an in-depth investigation, leading to the
use of ART —failing which, adoption may be the only alternative.

For an uncorrectable single defect, either inthemale or inthefemale
partner, the choice would be between ART and adoption. The alternative to
be chosen should be suggested by the counsellor after evaluation of the age,
financial capabilities and psychological attitude of the couple.

2.2.2 Multiple defectsin one or both partners

When multiple defects involve either one or both partners, attempt
to correct these defects and hoping to achieve a pregnancy in the natural way
is almost always unrewarding. This should be explained by the consulting
gynaecol ogi st/physician to the couple to prevent unnecessary expenditure by
the couple. Judicious and effective counselling playsavery vital role under
such circumstances; at |east some couples will accept that at this point their
treatment ends. A few will opt for adoption while others might wish to try the
challenges of ART procedures.

2.2.3 No detectable defect in either partner (unexplained or
idiopathic infertility)

This is a group most difficult to deal with as, they would have a
right to ask that, in spite of everything being normal, what is standing in their
way to achieve conception.

41



Guidelines for ART Clinics in India ICMR/NAMS

The approach to management protocol of infertile couples with regard
to nature of defects may be summarized asfollows:

OUTLINE OF MANAGEMENT PROTOCOL OF INFERTILE COUPLE:

INVESTIGATION

SINGLE DEFECT MULTIPLE DEFECTS NO DETECTABLE DEFECT
EASILY NOT EASILY
CORRECTABLE CORRECTABLE FURTHER SUPER

INVESTIGATIONS OVULATION

PREGNANCY NO PREGNANCY PREGNANCY NO PREGNANCY

ART ADOPTION
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2.3 Selection Criteriafor ART

The choice of the procedure used, e.g. IVF-ET, GIFT, ZIFT, or ICSI,
is made depending upon the needs, resources and circumstances of the couple,
availability of thefacilities, and experience and expertise of the gynaecol ogist/
embryologist. This section should be read in conjunction with Section 1.6.

2.3.1 Selection criteriafor in vitro fertilization and
embryo transfer (IVF-ET)

2.3.1.1 Tubal disease

IVF-ET can be offered where microsurgical techniquesfor tubal and
peritoneal disease have failed or are unlikely to benefit the patient. The
presence of peritubal adhesions, condition of the tubal wall, condition of the
ciliary epithelium and degree of fimbrial damage would dictate the choice
between IVF and microsurgery. Patients who have already undergone
tuboplasty and those with inaccessible ovaries would be more suitable for
IVFE. Incases of history of ectopic pregnancy, IVF would be a better option.

2.3.1.2 Endometriosis

IVF is a suitable option for (a) women with moderate to severe
endometriosis; (b) thosein whom medical or surgical therapy hasfailed; and
(c) sometimesin cases of mild to moderate endometriosis in the presence of
other factors contributing to infertility.

2.3.1.3 Unexplained infertility

Couples who have prolonged unexplained infertility would benefit
from IVF, as many factors such as subtle ovulation defects, defectsin ovum
pick-up, gamete transport, tubal environment, sperm abnormality, or oocyte
abnormality may cometo light when IVF is used.
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2.3.1.4Immunological factor

IVF can be used when there are anti sperm antibodies either inthemale
or the femal e and when other techniques such asimmunosuppression, use of
condoms, intrauterine insemination and other therapeutic measures havefailed.

2.3.1.5Cervical factor

IVF can be offered for cervical factor only if repeated attempts (6to 8
cycles) of intrauterineinsemination havefailed and other therapies have not resulted

In pregnancy.
2.3.1.6 Male factor

IVF-ET isthelogical therapy in cases of low concentrations of sperm
(say, lessthan 10 million/ml), low motility (Iessthan 30%), and/or abnormal
sperm morphology (presence of > 60% abnormal forms). No universally
accepted minimal sperm concentration for successin IVF exists. In cases of
severe male factor infertility, assisted fertilization by means of
micromanipulation and sperm injection (ICSI) can be offered even in
obstructive and non-obstructive cases. In severe oligozoospermia,
teratozoospermia, cryptozoospermia and azoospermia (obstructive/
nonobstructive), ICSI can be employed using either ejaculated or epididiymal
sperm.

2.3.1.7 Ovarian disorders

IVF-ET can benefit patients with hypogonadotropic anovulation,
oligoovulation, and luteal phase deficiency, although IVFisrarely indicated
when these disorders exist as isolated conditions. 1VF-ET can be used for
women with luteinized unruptured follicle syndrome in polycystic ovarian
disease.

2.3.1.8 Uterinedisorders
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Patientswith Mullerian agenesisor congenital uterine anomalies, women
with severeintrauterine adhesion refractory to surgical lysisof the adhesions, and
hysterectomized patients can, through IVF, transfer their embryosto asurrogate
mother.

2.3.1.91n association with donor oocytesand donor embryos

Women who have undergone premature or timely menopause and women
inthe perimenopausal age group who do not show proper recruitment of follicles
and who have other existing causes of infertility, can avail of the option of donor
oocytes and donor embryos. Women with genetic disorders, those who have
undergone radiation therapy, and those with ovariesthat are not accessible by
ultrasound dueto severe adhesions, can also be advised to avail of donor oocytes
for IVF-ET.

2.3.2 Selection criteria for gamete intra-fallopian transfer
(GIFT)

The experimental background for GIFT isthe ability of the fallopian
tube to serve as the site for capacitation and fertilization in human beings.
Earlier experiments using GIFT were carried out on monkeys that had
undergone tubal resection and ligation. 1n 1979, Shettles reported pregnancy
after intratubal transfer of freshly aspirated oocytes at the time of tubal re-
anastomosis combined with cervical insemination. Asch and colleagues (1987)
reported the first pregnancy and birth using laparoscopic GIFT. The
indicationsfor GIFT are almost similar to that for IVF-ET, except that GIFT
cannot be performed on those who have both the fall opian tubes blocked.

2.3.3 Choosing between IVF-ET and GIFT

Decision in regard to which of these techniques should be utilized,
must be individualized for each patient. The advantages of IVF over GIFT
are documentation of fertilization, lesstraumaand rel atively lower anaesthetic
risk. Thereisno exposureto excessquantitiesof carbon dioxidein IVF ashappens
during laparoscopic insufflation with GIFT. On the other hand, GIFT ismore
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natural asfertilization occursinthetuba ampulla, thegametesare minimal ly exposed
invitro, and early embryo development occursin anatural environment.

2.3.4 Micro-assisted fertilization (SUZI and ICSl)

Subzonal insemination (SUZI), intracytoplasmic sperminjection (ICSI)
and assi sted hatching need micromanupulation of gametes. SUZI involvessperm
injectionininvitro, in-to the sub zonal space of oocytes. Thistechnique has now
beenvirtually totally replaced by ICSI, which involvesinjection of sperminto the
cytoplasm of the oocyte and which isuseful in avariety of cases such asaging
ova, elderly women, repeated failure of implantationin IVF, and in certain cases
of malefactor infertility. Assisted hatching of embryo by drillingaholeinthezona
pellucidaisresorted prior to embryo transfer for improving implantation rates.

2.4  Complications

ART procedurescarry asmall risk both to the mother and the offspring.
These risks must be explained to the coupl e and appropriate counselling done.
ART proceduresareto beinitiated only after patients understand theserisksand
still want to undergo ART. Some of the most commonly encountered risks are
mentioned below (thislistisnot exhaustive).

2.4.1 Multiple gestation

Thereported incidence of multiple gestation rangesfrom 20 to 30%.
Incidence of twin pregnanciesin the range of 10-20% may have to be accepted
as inevitable, but specific efforts must be made to reduce the incidence of
triplets and multiple births of higher order. Therefore, not more than three
oocytes should be transferred for GIFT and not more than three embryos for
IVF-ET at one sitting, excepting under exceptional circumstances (such as
elderly women, poor implantation, advanced endometriosis or poor embryo
quality; also see Section 3.5.13) which should be recorded; the remaining embryos,
if any, may be cryopreserved and, if required, transferred at alater cycle.

2.4.2 Ectopic pregnancy
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Ectopic pregnancy rates could be as high as up to 8% for ART
procedures. The choice of an appropriate procedure as per guidelines
mentioned earlier, especially in persons with tubal disease, may reduce the
chances of an ectopic pregnancy.

2.4.3 Spontaneousabortion

Spontaneous abortion rates range from 20 to 35%. Abortion rates
rise with increasing age of the mother and in multiple pregnancies, especially
with three or more foetuses. In cases where more than two foetuses are
present, selective embryo reduction should be advised. It isessential that the
advantages of embryo reduction (better chances of the survival of other
foetuses and the fact that they are likely to be born nearer term and with
better birth weight) and disadvantages (the possibility that there might be an
increased risk of abortion following the procedure) must be explained to the
couple, and their informed consent taken before embryo reduction is attempted.

2.4.4 Preterm birth

There is a higher risk of premature/low birth weight delivery
following ART, especially in the presence of multiple foetuses.

2.4.5 Ovarian hyper stimulation syndrome

The use of superovulation for ART entailsarisk of hyperstimulation
in some women, in the range of 0.2 to 8.0%. The extent of this risk is
determined by the hormonal profile of the woman, the estradiol values (greater
than 2500 pg/ml), the dose required for triggering ovulation, the ability to
aspirateall thefolliclesat thetime of oocyteretrieval, and several other factors.
The programme director should be fully aware of the means to avoid
hyperstimulation and alsoitstreatment. Careful monitoring and management will
reducethisrisk aswell asthe morbidity associated withiit.

In addition to these specific complications of ART, couplesundergoing
various ART procedures incur the risks associated with the operative and
anaesthetic proceduresinvolved inART.
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2.5 Categoriesof Infertility CareUnits

The severity inthe cause of infertility varies between couples. Sometimes,
simple counselling or minor intervention will beall that isnecessary. Others may
require more aggressive treatment; such cases should be referred to speciality
clinics. Itis, therefore, recommended that infertility treatment should be offered at
four levels. Theinfertility care units should be categorized into thefour levelsand
authorized to offer treatments as described bel ow. Patients should bereferred by
their gynaecologist or physician towhomthey gofirst, if necessary, to the specific
level of infertility care unit where appropriatefacilitiesfor investigation and trestment
for that patient would beavailable. Level 1B, Level 2 and level 3infertility clinics
may encourage appropriately qualified gynaecol ogistsof Level 1A clinicstouse
their facilities, provided the clinic thus being used by agynaecol ogist takesthe
responsibility of ensuring that all norms stated in this document - including the
maintenance of records - arefollowed.

2.5.1 Primary (Level 1A) infertility care units

Thesewould be clinicswhere preliminary investigations are carried out
and type and cause of infertility diagnosed. Primary infertility care unit or clinic
could be adoctor’s consulting room, such asagynaecol ogist’sor aphysician’s
consulting room, or even agenera hospital. Depending on the severity of infertility,
the couple could betreated at the Level 1A clinic or referred to aspeciaity (Level
1B, Level 2 or Level 3) clinic.

Investigationsinto thecauseof infertility by diligent history taking, physica
examination and asimple semen analysisthat can detect cases of azoospermia,
can determineif the cause of infertility isrelated to thefemale or themale or to
both the partners. Multifactorial or unexplainable cases should be referred to
speciality secondary (Level 2) or tertiary (Level 3) infertility care units.

The gynaecologist or the physicianin charge of aLevel 1A infertility
care unit should have an appropriate post-graduate degree and be capabl e of
taking care of the above responsibilities.

Theresponsibilitiesof aLevel 1A primary infertility care unit would be
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10.

Compl etion of the basi c investigations mentioned above.

Treatment of minor anatomical defectsliketough imperforate hymen.
(Surgical perforation of hymen can be carried out after ensuring that
the husband does not have erectile dysfunction. Extreme care must
be taken in performing hymenectomy).

Treatment of mild endometriosis after confirming its presence by
diagnostic laparoscopy carried out by a competent surgeon with
adequate endoscopic experience.

Introduction of ovulation in non-ovulatory women (especially PCOS)
with clomiphene citrate, with or without adjunctslike bromocriptine,
eltroxin, dexamethasone or spironolactone. (Gonadotropin should
not be used at aprimary infertility care unit level).

Correcting minor endocrine disorders such as thyroid disorders or
hyperprolactinemia, by prescribing appropriate corrective
medi cations.

Treatment of oligozoospermiawithout asthenozoospermia.

Detecting infection of the reproductive tract using appropriate
diagnostic tests, followed by normal health-care steps after carrying
out appropriate antibiotic sensitivity tests. (Particular care must be
taken to treat the couple and not the female or the male patient
alone).

Ability to carry out AIH.

Ability to carry out Ul using processed semen of husband or donor
obtained from an accredited laboratory or semen bank which must
maintain arecord (asin section 3.3.7) of complete detailsincluding
the name, qualification and complete address of the gynaecol ogist/
clinic requesting the processed semen and carrying out the [UI.

Referral of the couple to Level 1B, Level 2 or Level 3 infertility
care unit as appropriate, specially when the woman’s age is more
than 35, or when the couple has a multifactorial defect, or when
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patientswith singletreatabl e defect have not responded to conventional
therapy.

The gynaecologist or the physicianin charge of aLevel 1A infertility
care unit should have an appropriate post-graduate degree or diploma, and
be capable of taking care of the above responsibility. In casealLevel 1A clinic
isengaged in AIH and Ul it must maintain records (as in section 3.3.7) of
the use of the requisitioned semen and of all AIH & 1Ul done, appropriately
and confidentially; these recordswill beliable to inspection by an appropriate
Review Committee (section 3.15). A Level 1A infertility care unit will not
require an accreditation under these guidelines.

2.5.2 Primary (Level 1B) infertility care unitsengagingin
[UI

These unitswould be required to have, in addition to what has been
stated in Section 2.5.1, the facilities mentioned in the following two sub-
sections (2.5.2.1and 2.5.2.2). Infertility clinicsfalling into this category [like
those of Level 2 and Level 3 (see the following sections)] shall need
accreditation. The 1UI in such clinics must be done under the supervision of
a gynaecologist with a post-graduate degree.

2.5.2.1 Facilitiesfor investigations:

I Immunological tests for infertility, sperm cervical mucous
penetration test (SCMPT), sperm cervical mucous test
(SCMT), and test for antibodies (IgG, 1gA) against sperm
antigen in cervical mucous.

ii. Sperm function tests like hypo-osmotic swelling test (HOST),
and assessment for improvement of sperm motility potential
with pentoxifyllene co-culture.

iii. Assessment of follicular growth and ovulation by serial
transvaginal sonography (TVS).

V. Hysteroscopy, laparoscopy and transvaginal sonography.

2.5.2.2 Treatment facilities:
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Facilitiesfor semen preparation and certification and for intrauterine
insemination (1U1), including an appropriate sterileareafor [UI.
(Thefacilitiesfor investigation and for sperm preparation mentioned
above could be shared with another accredited infertility clinic or
semen bank).

2.5.3 Secondary (Level 2) infertility care units

These units must haveinfrastructure for further in-depth investigation
and extended treatment of infertility except where oocytes are handled outside
the body. Some of the investigations and treatment facilities required for
Level 2 care units are detailed below:

2.5.3.1 Facilities for investigations:

iv.

Immunological tests for infertility, sperm cervical mucous
penetration test (SCMPT), sperm cervical mucous test
(SCMT), and tests for antibodies (1gG, 1gA) against sperm
antigen in cervical mucous.

Sperm function tests like hypo-osmotic swelling test (HOST),
and assessment of the improvement of sperm motility potential
with pentoxifyllene co-culture.

Assessment of follicular growth and ovulation by serial
transvaginal sonography (TVS).

Hysteroscopy, laparoscopy and transvaginal sonography.

2.5.3.2 Treatment facilities:

Facilitiesfor semen preparation and intrauterineinsemination (1UI).
Provision for semen collection in men with a vibrator or an
electrogjaculator in functional erectile and g aculatory problems.
Conservative surgery either through a laparoscope,
hysteroscope or vialaparotomy. It should be possibleto perform
hysteroscopic cannulation of blocked tubes, and resection of
submucous myoma or uterine septum.
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Combined medical-surgical therapy by aco-ordinated teamasin
endometriosis or in some cases of polycystic ovaries (ovarian
drilling).

Provision for extended treatment of infertility except for oocyte
pick up and IVF, ICSI etc.

2.5.4 Tertiary (Level 3) infertility care units

Such unitswill have three functionsto perform, viz. diagnostic and
therapeutic at the highest level of specialization and with the best of facilities,
and research. Some examples of the first two functions are given below in
Sections 2.5.4.1 t0 2.5.4.3. If any of the facilities mentioned bel ow does not
exist in the clinic, the clinic should have access to such afacility in another
appropriately accredited clinic, semen bank, or |aboratory.

2.5.4.1 Diagnostic procedures for maleinfertility

iii.
iv.

V.

Endocrine assay.

Further testsfor sperm function and integrity such as acrosome
reaction and sperm-oocyte interaction in vitro.

Assessment of cell contaminants, debrisand infection.
Karyotyping when sperm density, morphology and motility are
abnormal.

Assessment of seminal plasma for viscosity, thinness, blood
contamination and biochemical constituents.

2.5.4.2 Diagnostic proceduresfor femaleinfertility

Endocrine assay.

Karyotyping in premature ovarian failure in Kallman’'s
syndrome.

Colour Doppler for checking growing follicles, functional
integrity of corpus luteum, and developing endometrium in
stimulated or unstimulated cycle.

GnRH challenge test in non-ovulation due to hypothalamic
pituitary failure.

Clomiphene challenge tests to ascertain ovarian reserves before
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ovulation induction or controlled ovarian hyperstimulation.

2.5.4.3 Therapeutic procedures

I Induction of ovulation in refractory non-ovulation dueto PCO-
down regulation with a GnRH-agonist followed by induction
with gonadotropin.

I All varieties of assisted reproductive technologies, including
ICSI, mentioned earlier.

iii. Procedures for 1Ul using split ejaculate, pooled gaculate or
sperm recovered from post-coital specimen of urine in
retrograde jaculation.

IV. Embryo freezing.
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Chapter 3

Codeof Practice,
Ethical Considerationsand L egal | ssues
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3.1 Clinicswhich should be Registered

Clinicsinvolvedin any oneof thefollowing activitiesshould be regul ated,
registered and supervised by the State A ccreditation Authority/State Appropriate
Authorities (Section 3.15).

1. Any treatment involving the use of gameteswhich have been donated
or collected or processed in vitro, except for AIH, and for [UI by
level 1A clinicswho will not processthe gametesthemsel ves.

2. Anyinfertility trestment that invol vesthe use and creation of embryos
outside the body.

3. Theprocessing or /and storage of gametes or embryos.
4. Research on humanembryos.

Theterm ART clinic used in thisdocument refersto aclinicinvolvedin
any one of thefirst three of the above activities.

3.2 Codeof Practice

ThisCode of Practice dealswith all aspects of the treatment provided

and the research done at registered clinics. Those areas which most affect the
doctors, scientistsand patients and are a part of this code are summarized bel ow.

3.2.1 Staff: A ‘personresponsible’ shall takefull responsibility for ensuring that
the staff of the registered unit is sufficiently qualified, that proper
equipment isused, that genetic material iskept and disposed off properly,
and that the center complies with the conditions of itsregisteration.
Guidelines for minimum standards and qualifications of clinical,
scientific and counselling staffsarelaid down in Chapter 1. Failure of
the* person responsible’ to comply with the mandatory code of practice
can lead to his/her removal or prosecution, or to the suspension of the
clinic'sregigtration.
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3.2.2 Facilities: These must cover the standards expected in respect of provision
of clinical, laboratory and counselling care mentioned in Chapters 1 and
2. Proper systemsfor monitoring and assessing practicesand procedures
arerequiredto bein place (for examplein theform of Standard Operating
Procedures) in order to optimize the outcome of ART.

3.2.3 Confidentiality: Any information about clients and donors must be kept
confidential. Noinformation about the treatment of couples provided
under atreatment agreement may be disclosed to anyone other than the
accreditation authority or persons covered by the registration, except
with the consent of the person(s) to whom theinformation relates, or in
amedical emergency concerning the patient, or acourt order. Itisthe
above person’sright to decide what information will be passed on and
to whom, except in the case of acourt order.

3.2.41nformation to patient: All relevant information must be given to the patient
beforeatreatment isgiven. Thus, before starting treatment, information
should be given to the patient on thelimitationsand results of the proposed
treatment, possible side-effects, the techniquesinvol ved, comparison
with other availabletreatments, the availability of counselling, the cost
of the treatment, the rights of the child born through ART, and the need
for theclinicto keep aregister of the outcome of atreatment.

3.2.5 Consent: No treatment should be given without the written consent of the
coupleto all the possible stages of that treatment, including the possible
freezing of supernumerary embryos. A standard consent form
recommended by the accreditation authority should be used by all ART
clinics. Specific consent must be obtained from coupleswho havetheir
gametes or embryosfrozen, inregard to what should be donewith them
if he/shedies, or becomesincapable of varying or revoking hisor her
consent.

3.2.6 Counsdlling: People seeking registered treatment must be given asuitable
opportunity to receive proper counselling about the variousimplications
of thetreatment. No oneisobliged to accept counselling but itisgeneraly
recognized asbeing beneficial, and couples should be encouraged to go
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throughit. The provision of facilitiesfor counsellinginan ART clinic (of
Levels1B, 2 or 3) is, therefore, mandatory. Couples should bereferred
for support or therapeutic counselling as appropriate.

3.2.7 Use of gametes and embryos: No more than three oocytes or embryos
may be placedinawomanin any onecycle, regardlessof the procedure/
s used, excepting under exceptional circumstances (such as elderly
women, poor implantation, adenomiosis, or poor embryo quality) which
should be recorded. No woman should be treated with gametes or
with embryos derived from the gametes of morethan one man or woman
during any one-treatment cycle.

3.2.8 Storage and handling of gametesand embryos: The ‘highest possible
standards’ inthe storage and handling of gametesand embryosin respect
of their security, and inregard to their recording and i dentification, should
befollowed.

3.2.9 Resear ch: The accreditation authority must approve all research that
involves embryos created in vitro. A separate registration should be
issued for each research project involving human embryos. The
accreditation authority must not give aregistation certificate unlessitis
satisfied that the use of human embryosisessential for the purposes of
the proposed research and the research isin public interest.

Additiondly:
(i) Nohuman embryo may be placed in anon-human animal

(i) All research projects must be approved by the Institutional Ethics
Committee before submission to the accreditation authority.

3.2.10 Complaints: All registered ART clinicsare required to have procedures
for acknowledging and investigating complaints, and to haveanominated
person to deal properly with such complaints. Theaccreditation authority
must beinformed of the number of complaints madein any year and
thosethat are outstanding.
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3.3

331
3.3.2

3.3.3

3.34

3.35

3.3.6

3.3.7

Responsibilitiesof theClinic
To give adequateinformation to the patients (detailed in Section 3.4).

To explain to the patient the rational e of choosing aparticular treatment
(see Chapter 2) and indicate the choicesthe patient has (including the
cheapest possible course of treatment), with advantages and
disadvantages of each choice.

To help the patient exercise achoice, which may be best for him/her,
taking into account theindividual’s circumstances.

To maintain recordsin an appropriate proforma (to be prescribed by
the authority) to enable collation by anational body.

When commercial DNA fingerprinting becomesavailable, to keep onits
record, if the ART clinic desiresand couple agrees, DNA fingerprints of
the donor, the child, the couple and the surrogate mother should be
done.

To keep all information about donors, reci pientsand couples confidential
and secure. Theinformation about the donor (including acopy of the
donor’sDNA fingerprint if available, but excluding information on the
name and address—that is, theindividual’s personal identity) should be
released by the ART clinic after appropriate identification, only to the
offspring and only if asked by him/her after he/shereachesthe age of 18
years, or as and when specified and required for legal purposes, and
never to the parents (excepting when directed by acourt of law).

To maintain appropriate, detailed record of all donor oocytes, sperm or
embryos used, the manner of their use (e.g. thetechniqueinwhichthey
are used, and theindividual/coupl &/surrogate mother on whomthey are
used). Theserecords must be maintained for at least ten years after
which the records must be transferred to a central depository to be
maintained by the|CMR. If the ART clinic/centreiswound up during
thisperiod, the records must be transferred to the central repository in
theICMR.
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3.3.8

3.3.9

3.3.10

3.3.11
3.4

points.
3.4.1.

3.4.2.

3.4.3

3.4.4.

3.4.5

To havethe schedule of all itschargessuitably displayed intheclinic and
made known to the patient at the beginning of the treatment. There must
be no extra charges beyond what was intimated to the patient at the
beginning of thetreatment.

To ensurethat no techniqueisused on apatient for which demonstrated
expertise does not exist with the staff of theclinic.

To betotally transparent in all its operations. The ART clinics must,
therefore, let the patient know what the successrates of theclinicarein
regard to the proceduresintended to be used on the patient.

To haveall consent formsavailablein English and local language(s).

| nformation and Counselling to be given to
Patients

I nformation must be given to couples seeking treatment, on thefollowing

Thebasis, limitations and possible outcome of the treatment proposed,
variationsinitseffectivenessover time, including the successrateswith
the recommended treatments obtained in the clinic aswell asaround the
world (thisdata should be available as adocument with references, and
updated every 6 — 12 months).

Thepossible side-effects (e.g. of thedrug used) and therisksof treatment
to thewomen and theresulting child, including (whererelevant) therisks
associated with multiple pregnancy.

The need to reduce the number of viablefoetuses, in order to ensurethe
survival of at |east two foetuses.

Possible disruption of the patient’s domestic life which the treatment
may cause.

The techniques involved, including (where relevant) the possible
deterioration of gametes or embryos associated with storage, and
possible pain and discomfort.
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3.4.6

3.4.7

3.4.8

3.4.9

The cost (with suitable break-up) to the patient of the treatment proposed
and of an alternativetreatment, if any (there must be no other “hidden
costs’).

Theimportance of informing the clinic of theresult of the pregnancy ina
pre-paid envelope.

To makethe couple aware, if relevant, that achild born through ART
hasaright to seek information (including acopy of the DNA fingerprint,
if available) about his genetic parent/surrogate mother on reaching 18
years, excepting information on the name and address — that is, the
individual’s personal identity — of the gamete donor or the surrogate
mother. The coupleisnot obliged to provide the information to which
the child hasaright, on their own to the child when he/ shereachesthe
age of 18, but no attempt must be made by the couple to hide this
information from the child should an occasion arise when thisissue
becomesimportant for the child.

Theadvantagesand disadvantages of continuing treatment after acertain
number of attempts.

Pamphlets (one-page on each techniquein all local languagesand English)

which giveclear, precise and honest information about the procedure recommended
to be used will help the couple make an informed choice.

3.5
35.1

3.5.2

DesirablePractices/Prohibited Scenarios

A third party donor of sperm or oocytes must be informed that the
offspring will not know hig/her identity. He/She must also beinformed of
the provisionsin Section 3.4.8.

Therewould be no bar to the use of ART by asingle women who wishes
to haveachild, and no ART clinic may refuseto offer itsservicesto the
above, provided other criteriamentioned in thisdocument are satisfied.
Thechild thusbornwill haveall thelegal rights on the woman or the
man.
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3.5.3

354

355

3.5.6
3.5.7

3.5.8

TheART clinic must not be aparty to any commercial element in donor
programmesor in gestational surrogacy.

A surrogate mother carrying achild biologically unrelated to her must
register asapatient in her own name. Whileregistering she must mention
that sheisasurrogate mother and provide al the necessary information
about the genetic parents such as names, addresses, etc. She must not
use/register inthe name of the person for whom sheiscarrying thechild,
asthiswould pose legal issues, particularly in the untoward event of
maternal death (in whose nameswill the hospital certify thisdeath?).
Thebirth certificate shall be in the name of the genetic parents. The
clinic, however, must also provide a certificate to the genetic parents
giving the name and address of the surrogate mother. All the expenses
of the surrogate mother during the period of pregnancy and post-natal
care relating to pregnancy should be borne by the couple seeking
surrogacy. The surrogate mother would a so be entitled to amonetary
compensation from the couple for agreeing to act as a surrogate; the
exact value of this compensation should be decided by discussion
between the couple and the proposed surrogate mother. An oocyte donor
can not act asasurrogate mother for the couple to whom the ooctyeis
being donated.

A third-party donor and asurrogate mother must relinquish inwriting all
parental rights concerning the offspring and viceversa.

NoART procedure shall be done without the spouse’s consent.

The provision or otherwise of AIH or ART to an HIV-positive woman
would be governed by the implications of the decision of the Supreme
Court inthe case of X —vs—Hospital 2 (1998) 8 Sec. 269 or any other
relevant judgement of the Supreme Court, or law of the country, whichever
isthelatest.

Gametes produced by a person under the age of 21 shall not be used.
The accepted age for asperm donor shall be between 21 and 45 years
and for the donor woman between 18 and 35 years.
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3.5.9

3.5.10

3.511

3.5.12

3.5.13

3.5.14

3.5.15

Sex selection at any stage after fertilization, or abortion of foetus of any
particular sex should not be permitted, except to avoid the risk of
transmission of agenetic abnormality assessed through genetic testing
of biologica parentsor through preimpl antation genetic diagnosis (PGD).

NOART clinic shall offer to provide acouplewith achild of thedesired
Sex.

Collection of gametesfrom adying personwill only be permitted if the
widow wishesto haveachild.

No more than three eggs or embryos should be placed in awoman
during any one treatment cycle, regardless of the procedure used,
excepting under exceptional circumstances{ such aselderly women
(above 37 years), poor implantation (more than three previousfailures),
advanced endometriosis, or poor embryo quality} which should be
recorded.

Use of sperm donated by arelative or aknown friend of either thewife
or the husband shall not be permitted. It will bethe responsibility of the
ART clinic to obtain sperm from appropriate banks; neither theclinic
nor the couple shal havethe right to know the donor identity and address,
but both the clinic and the coupl e, however, shall havetheright to have
thefullest possibleinformation from the semen bank on the donor such
asheight, weight, skin colour, educationa qudification, profession, family
background, freedom from any known diseases or carrier status (such
as hepatitis B or AIDS), ethnic origin, and the DNA fingerprint (if
possible), before accepting the donor semen. 1t will betheresponsibility
of the semen bank and the clinic to ensure that the couple does not
cometo know theidentity of thedonor. TheART clinicwill beauthorized
to appropriately charge the couplefor the semen provided and the tests
done on the donor semen.

What has been said above under 3.5.13 also would be true of oocyte
donation.

When DNA fingerprinting technology becomescommercialy available,
the ART clinic may offer to the couple, aDNA fingerprint of the donor
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3.5.16
3.5.17

3.5.18

3.5.19

3.5.20

3.5.21

3.5.22

3.6
3.6.1

3.6.2
3.6.3

without revealing his’her identity, against appropriate payment towards
the cost of the DNA fingerprint. AnART clinic will then have DNA
fingerprinting done of the couple and keep the DNA fingerprintsonits
records.

Trans-speciesfertilizationinvolving gametes of two speciesis prohibited.

Ovaderived from foetuses cannot be used for 1V F but may be used for
research.

Semen from two individuals must never be mixed before use, under any
circumstance.

Transfer of human embryointo ahuman maleor into any animal belonging
to any other species, must never be done and is prohibited.

The data of every accredited ART clinic must be accessible to an
appropriate authority of theICMR for collation at the national level.

Any publication or report resulting out of analysis of such data by the
ICMR will havethe concerned membersof the staff of the ART clinic as
co-authors.

The consent on the consent form must be a true informed consent
witnessed by aperson whoisin no way associated with theclinic.

Requirementsfor a Sperm Donor

Theindividual must be free of HIV and hepatitis B and C infections,
hypertension, diabetes, sexually transmitted diseases, and identifiable
and common genetic disorders such asthalassemia.

The age of the donor must not be below 21 or above 45 years.

Ananaysismust be carried out on the semen of theindividua, preferably
using a semen analyzer, and the semen must be found to be normal
according to WHO method manual for ssmen analysis, if intended to be
used for ART.
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3.6.4

3.6.5

3.7
3.7.1

3.7.2

3.7.3

3.74

3.8

3.9

3.9.1
3911

Theblood group and the Rh status of the individual must be determined
and placed on record.

Other relevant information in respect of the donor, such asheight, weight,
age, educational qualifications, profession, colour of the skin and the
eyes, record of mgjor diseasesincluding any psychiatric disorder, and
thefamily background in respect of history of any familial disorder, must
be recorded in an appropriate proforma.

Requirementsfor an Oocyte Donor

Theindividual must be free of HIV and hepatitis B and C infections,
hypertension, diabetes, sexually transmitted diseases, and identifiable
and common genetic disorders such asthalassemia.

Theblood group and the Rh status of the individual must be determined
and placed on record.

Other relevant information in respect of the donor, such asheight, weight,
age, educational qualifications, profession, colour of the skin and the
eyes, and the family background in respect of history of any familial
disorder, must be recorded in an appropriate proforma.

The age of the donor must not belessthan 21 or more than 35 years.
Requirementsfor a Surrogate M other

See Section 3.10.
How may Sperm and Oocyte Donors and
Surrogate M other sbe Sour ced?

Semen banks

Either an ART clinic or alaw firm or any other suitable independent
organi zation may set up asemen bank. If set up by anART clinicit must
operate as aseparate identity.
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3.9.1.2

3.9.1.3

3.9.1.4

3.9.15

3.9.1.6

3.9.1.7

3.9.1.8

The bank will ensure that all criteria mentioned in Section 3.6
(Requirementsfor a sperm donor) are met and a suitable record of all
donorsis kept for 10 years after which, or if the bank is wound up
during thisperiod, therecordsshall betransferred to an ICMR repository.

A bank may advertise suitably for semen donors who may be
appropriately compensated financialy.

Onrequest for semen by an ART clinic, the bank will providetheclinic
with alist of donors (without the name or the address but with acode
number) giving all relevant detail s such asthose mentioned in Section
3.6. The semen bank shall not supply semen of one donor for more
than ten successful pregnancies. It will betheresponsibility of theART
clinic or the patient, as appropriate, to inform the bank about a successful
pregnancy. The bank shall keep arecord of al semen received, stored
and supplied, and details of the use of the semen of each donor. This
record will beliableto bereviewed by the accreditation authority.

The bank must be run professionally and must have facilities for
cryopreservation of semen, following internationally accepted protocols.
Each bank will prepare its own SOP (Standard Operating Procedures)
for cryopreservation.

Semen samples must be cryopreserved for at least six months before
first use, at which time the semen donor must be tested for HIV and
hepatitisB and C.

Thebank must ensure confidentiality in regard to theidentity of the semen
donor.

A semen bank may store asemen preparation for exclusive use on the
donor’s wife or on any other woman designated by the donor. An
appropriate charge may belevied by the bank for the storage. Inthe
case of non-payment of the charges when the donor isalive, the bank
would havetheright to destroy the semen sampleor giveit to abonafide
organisation to be used only for research purposes. Inthe case of the
death of the donor, the semen would become the property of the legal
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heir or the nominee of the donor at the time the donor givesthe sample
for storage to the bank. All other conditionsthat apply to the donor
would now apply to thelegal heir, excepting that he cannot useit for
having awoman of hischoiceinseminated by it. If after the death of the
donor, there are no claimants, the bank would have theright to destroy
the semen or giveit to abonafide research organisation to be used only
for research purposes.

3.9.1.9 All semenbankswill require accreditation.
3.9.2. Sourcing of oocytes and surrogate mothers

Law firmsand semen bankswill be encouraged to obtain (for example,
through appropriate advertisement) and maintain information on possible oocyte
donorsand surrogate mothers asper details mentioned el sewherein thisdocument.
The above organizations may appropriately charge the couple for providing an
oocyte or asurrogate mother. The oocyte donor may be compensated suitably
(e.g. financially) by the law firm or semen bank when the oocyte is donated.
However, negotiations between a couple and the surrogate mother must be
conducted independently between them.

3.9.3. Oocyte sharing

The system of oocyte sharing inwhich anindigent infertile coupl e that
needsto raiseresourcesfor ART agreesto donate oocytesto an affluent infertile
couplewherein thewife can carry apregnancy through but cannot produce her
own oocyte, for in-vitro fertilization with the sperm of the male partner of the
affluent couple, for amonitory compensation that would take care of the expenses
of an ART procedure on theindigent couple, must be encouraged.

3.10 Surrogacy: General Consider ations

3.10.1 A child born through surrogacy must be adopted by the genetic
(biological) parents unlessthey can establish through genetic (DNA)
fingerprinting (of whichtherecordswill be maintainedin theclinic) that
thechildistheirs.
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3.10.2

3.10.3

3.10.4

3.10.5

3.10.6

3.10.7

3.10.8

Surrogacy by assisted conception should normally be considered only
for patientsfor whom it would be physically or medically impossible/
undesirableto carry ababy to term.

Payments to surrogate mothers should cover all genuine expenses
associated with the pregnancy. Documentary evidence of thefinancial
arrangement for surrogacy must be available. The ART centre should
not beinvolved in thismonetary aspect.

Advertisementsregarding surrogacy should not be made by the ART
clinic. The responsibility of finding a surrogate mother, through
advertisement or otherwise, should rest with the couple, or asemen
bank (see3.9.1.1; 3.9.2).

A surrogate mother should not be over 45 years of age. Before accepting
awoman asapossible surrogate for aparticular couple schild, theART
clinic must ensure (and put on record) that the woman satisfiesall the
testable criteriato go through asuccessful full-term pregnancy.

A relative, aknown person, aswell asa person unknown to the couple
may act asasurrogate mother for the couple. Inthe case of arelative
acting asasurrogate, the relative should bel ong to the same generation
asthewomen desiring the surrogate.

A prospective surrogate mother must be tested for HIV and shown to
be seronegativefor thisvirusjust before embryo transfer. Shemust aso
provide awritten certificate that (a) she hasnot had adrug intravenously
administeredinto her through ashared syringe, (b) she hasnot undergone
blood transfusion; and (c) she and her husband (to the best of her/his
knowledge) has had no extramarital relationship inthelast six months,
(Thisisto ensurethat the person would not come up with symptoms of
HIV infection during the period of surrogacy.) The prospective surrogate
mother must also declare that shewill not use drugsintravenously, and
not undergo blood transfusion excepting of blood obtained through a
certified blood bank.

Nowoman may act asasurrogate morethenthricein her lifetime.
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3.11

3.11.1

3.11.2

3.11.3

3114

3.12

3.12.1

3.12.2

3.12.3

Preservation, Utilization & Destruction of
Embryos

Couplesmust give specific consent to storage and use of their embryos.
The Human Fertilization & Embryology Act, UK (1990), allowsa5-
year storage period which Indiawould also follow.

Consent shall need to betaken from the couplefor the use of their stored
embryosby other couplesor for research, inthe event of their embryos
not being used by themselves. This consent will not berequired if the
couple defaultsin payment of maintenance charges after two reminders
sent by registered post.

Research on embryos shall berestricted to thefirst fourteen daysonly
and will be conducted only with the permission of the owner of the
embryos.

No commercial transaction will be allowed for the use of embryosfor
research.

Rights of a Child Born through various ART
Technologies

A child born through ART shall be presumed to bethelegitimate child of
the couple, having been born in wedlock and with the consent of both
the spouses. Therefore, the child shall have alegal right to parental
support, inheritance, and all other privilegesof achild bornto acouple
through sexual intercourse.

Children born through the use of donor gametes, and their “adopted”
parents shall have aright to available medical or genetic information
about the genetic parentsthat may berelevant to the child’s health.

Children born through the use of donor gametes shall not have any right
whatsoever to know the identity (such as name, address, parentage,
etc.) of their genetic parent(s). A child thus born will, however, be
provided all other information (including that mentioned in Section 3.4.8)
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3.12.4

3.13
3.13.1

3.13.2

3.13.3

3.14

about the donor as and when desired by the child, when the child
becomesan adult. Whilethe couplewill not be obliged to providethe
above“other” information to the child ontheir own, no deliberate attempt
will be made by the couple or others concerned to hide thisinformation
from the child as and when asked for by the child.

In the case of adivorce during the gestation period, if the offspring isof
adonor programme—beit sperm or ova—thelaw of theland aspertaining
to anormal conception would apply.

Responsibilitiesof the Drug I ndustry

Drug companies must not make exaggerated claimsfor infertility drugs
and market them only to qualified specialists. All availableinformation
on the drug must be provided to the specialist.

Infertility drugs must be sold only on prescription by aqualified doctor/
ART specidlist.

There has been aspurt of new mediaintroduced for in vitro culture of
gametes and embryos. Companies dealing with culture mediado not
givefull detailsof the composition becausethey wishtoretainthisasa
trade secret. Thisposesproblemsfor those dealing with human embryos.
Thefuturelifeof the productscreated in the laboratory is dependant, to
acertain extent, on the culture media used. ART centers should not
encourage companiesthat do not give details of the full composition of
the culturemedia. Thiswill also makeit possibleto takelegal action
against acompany supplying something different fromwhat it is stated
to be.

General Consider ations

3.14.1 Minimum age for ART:

For a woman between 20 and 30 years, two years of cohabitation/
marriage without the use of a contraceptive, excepting in caseswhere
themanisinfertile or thewoman cannot physiologically conceive. For a
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woman over 30 years, oneyear of cohabitation/marriage without use of
contraceptives. Normally, noART procedure shall be used on awoman
below 20 years.

3.14.2 Advertisements of an infertility centre:

False claimsviahoardings and paper advertisements are acheap way of
attracting aclientelethat isvulnerable and, therefore, easily swayed.
Such advertisements shall be banned. An honest display at appropriate
placesor publicity of statistics, fee structure, quality of service and of
service provided, will be encouraged, provided the guidelineslaid down
by the Medical Council of Indiainthisregard, are not violated.

3.14.3 Asalready mentioned, sperm bankswhere a compl ete assessment of

3.14.4

3.14.5

3.14.6

the donor has been done, medical and other vital information stored,
quality of preservation ensured, confidentiality assured, and strict control
exercised by aregulatory body, must be set up. Donor sperm would be
made available only through such specialized banks/centers.

In thelight of arecent technological breakthrough where afertilized
ovum contai ning ooplasm (including mitochondria) from adonor ovum
has been successfully cultured, the embryo or the future child may now
have three genetic parents. In such cases, the ooplasm donor must sign
awaiver relinquishing all rights on the child, and must be screened for
and declared free of known mitochondrial genetic abnormalities.

No new ART clinic may start operating unless it has obtained a
temporary registration to do so. Thisregistration would be confirmed
only if the clinic obtains accreditation (permanent registration) fromthe
Center or State's appropriate accreditation authority withintwo years
of obtaining thetemporary registration. Theregistration must berenewed
every sevenyears.

Existing ART clinics must obtain atemporary registration within six
monthsof the notification of the accreditation authority, and appropriate
accreditation (permanent registration) withintwo yearsof the notification.
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3.14.7 TheCenter/State Government would close down any unregistered clinic
not satisfying the abovecriteria.

3.14.8 If the ART clinic that has applied for atemporary registration to the
appropriate accreditation authority, does not receive theregistration (or
areply) within two months of the receipt of the application from the
concerned office of the authority, the ART clinic would be deemed to
havereceived theregistration. The samewould apply for the permanent
registration after the above-prescribed period.

3.14.9 Aspointed out in section 1.6.12.2, the technique of ICSI has never
undergone critical testing in animal models, but wasintroduced into the
human situation directly. Defects in spermatogenesis and sperm
production can be often traced to genetic defects. Suchindividualsare
normally prevented from transmitting these defectsto their offspring
because of their natural infertility. 1CSI by—passesthisbarrier and may
help in transmitting such defectsto the offspring, which sometimes may
be exaggerated in the offspring. Inview of this, the ART clinic must
point out to the prospective parentsthat their child born through ICSI
may haveadightly higher risk over and abovethenormal risk, of suffering
from agenetic disorder.

3.14.10 Human cloning for delivering replicas must be banned.

3.14.11 Stem cdll cloning and research on embryos (lessthan 15 daysold) needs
to be encouraged.

3.14.12 All the equipments/machines should be calibrated regularly.
3.15 Responsibilitiesof the Accreditation Authority

A State Accreditation Authority will be set up by the State Governments
through its Department of Health and/or Family Welfareto oversee all policy
mattersrelating to Accreditation, Supervision and Regulation of ART Clinicsin
the Statesin accordance with the National Guidelines. The State Government
may al so set up appropriate authoritiesfor implementation of the Guidelinesfor
thewhole or apart of State having regard to the number of the ART Clinics. The
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appropriate authority would haveright to visitindividually or collectively, any ART
Clinic/Centre(s) accredited or not accredited, once ayear with or without prior
information to the clinic/center, to determineif the ethical guidelinesand operative
procedures mentioned here are being followed. If not, the appropriate authority
will point out the lapsesto the clinic/center inwriting. 1f these lapses continued for
amaximum period of six months (during which period theclinic shall not engagein
any activity related to the lapses), the appropriate authority would recommend to
the State A ccreditation Authority that the clinic/center may be ordered to be closed.
The State Accreditation Authority will have the powersto order the closing of
such aclinic or acenter. The appropriate authority may be delegated powersto
imposeafine or apenalty onthe center/clinic. The above-mentioned appropriate
authority would consist of appropriately qualified scientists, technol ogists and
sociologists. Theappropriate authority will also be authorized to visit and regul ate
semen banksin the manner mentioned above. 1nadditionto theabove, the Ministry
of Health and Family Welfare, Govt. of India, will set up aNational Advisory
Committee. TheNational Advisory Committee may be headed by the Secretary,
Health and Family Welfare as chairman and the Director General of ICMR asco-
chairman. TheNationa Advisory Committeewill advisethe Central Government
on policy mattersrelating to regulation of ART Clinics. Composition of the
Committeeisgivenin Chapter 9.

The State Accreditation Authority will havetherightsand theresponsibility
of fixing the upper limit of chargesfor gamete donation and surrogacy and of
revising these chargesfromtimeto time.

3.16 Legal Issues
3.16.1 Legitimacy of the child born through ART

A child born through ART shall be presumed to bethelegitimate child of
the couple, born within wedlock, with consent of both the spouses, and with all
the attendant rights of parentage, support and inheritance. Sperm/oocyte donors
shall have no parental right or dutiesin relation to the child, and their anonymity
shall be protected except in regard to what is mentioned under item 3.12.3.
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3.16.2 Adultery in the case of ART

ART used for married woman with the consent of the husband does not
amount to adultery on part of thewife or the donor. AID without the husband’s
consent can, however, beaground for divorce or judicial separation.

3.16.3 Consummation of marriage in case of AIH

Conception of thewife through AIH does not necessarily amount to
consummation of marriage and adecree of nullity may still begranted in favor of
the wife on the ground of impotency of the husband or his willful refusal to
consummate the marriage. However, such adecree could be excluded on the
grounds of approbation.

3.16.4 Rights of an unmarried woman to AID

Thereisno legal bar on an unmarried woman going for AID. A child
born to asinglewoman through AlD would be deemed to be legitimate. However,
AID should normally be performed only on amarried woman and that, too, with
thewritten consent of her husband, asatwo-parent family would be always better
for the child than asingle parent one, and the child’sinterests must outweigh all
other interests.

3.16.5 Posthumous AlIH through a sperm bank

Though the Indian Evidence Act, 1872, saysthat a child born within 280 days
after dissolution of marriage (by death or divorce) isalegitimate child sincethat is
considered to be the gestation period, it is pertinent to note that this Act was
enacted asfar back as 1872 when one could not even visualize ART. Thelaw
needs to take note of the scientific advancements since that time. Thusachild
born to awoman artificially inseminated with the stored sperms of her deceased
husband must be considered to be alegitimate child notwithstanding the existing
law of presumptionsunder our Evidence Act. Thelaw needsto move alongwith
medical advancementsand suitably amended so that it doesnot giveriseto dilemma
or unwarranted harsh situations.
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3.17 Institutional EthicsCommittees

Each ART clinic of Levels 1B, 2 and Level 3 must haveitsown ethics
committee constituted according to ICMR Guidelines, comprising reputed ART
practitioners, scientistswho are knowledgeablein developmental biology or in
clinical embryology, asocial scientist, amember of thejudiciary and aperson who
iswell-versed in comparative theology. Should thelocal ART clinic havedifficulty
in establishing such abody, the state accreditation authority should constitute such
abody, co-opting arepresentative of theART clinic.
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Sample Consent Forms
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4.1 Consent Form to besigned by the Couple

We have requested the Centre (named above) to provide us with

treatment servicesto help usbear achild.

We understand and accept (as applicable) that:

Thedrugsthat are used to stimulate the ovariesto rai se oocytes have
temporary side effectslike nausea, headaches and abdominal bloating.
Only inasmall proportion of cases, acondition called ovarian hyper-
stimulation occurs, wherethereisan exaggerated ovarian response. Such
cases can beidentified ahead of timebut only to alimited extent. Further,
at timesthe ovarian responseis poor or absent, in spite of using ahigh
dose of drugs. Under these circumstances, the treatment cycle will be
cancelled.

Thereisno guaranteethat:
a.  Theoocyteswill beretrievedinall cases.
b.  Theoocyteswill befertilized.

c. Evenif therewerefertilization, the resulting embryoswould
be of suitable quality to betransferred.

All these unforeseen situations will result in the cancellation of any
treatment.

Thereisno certainty that a pregnancy will result from these procedures
evenin caseswhere good quality embryos are replaced.

Medical and scientific staff can give no assurance that any pregnancy
will result inthe delivery of anormal living child.

Endor sement by theART clinic

|/we have personally explained to and
the details and implications of his/her/their

signing this consent/approval form, and made sureto the extent humanly possible
that he/she/they understand these detailsand implications.
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6. Thisconsent would hold good for all the cycles performed at theclinic.

Name and Signature of the Husband

Name and Signature of the Wife Name, Addressand Signature
of theWitnessfromtheclinic

Name and Signature of the Doctor

Dated:
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4.2 Consent for Artificial lnsemination with Husbhand'’s
Semen

and
, being husband and wife and both of legal age, authorize
Dr. toinseminatethewifeartificially with the semen
of the husband for achieving conception.

We understand that even though the insemination may be repeated as
often as recommended by the doctor, there is no guarantee or assurance that
pregnancy or alivebirth will result.

We have also been told that the outcome of pregnancy may not be the
sameasthose of the genera pregnant population, for examplein respect of abortion,
multiple pregnancies, anomalies or complications of pregnancy or delivery.

The procedure(s) carried out does (do) not ensure a positive result, nor
do they guarantee amentally and physically normal body. Thisconsent holds
good for al the cycles performed at theclinic.

Endor sement by the ART clinic

|/we have personally explained to and thedetails
and implicationsof hig’her/their signing this consent/approva form, and made sure
to the extent humanly possible that he/she/they understand these details and
implications.

Name, Address and Signature of the Witnessfrom theclinic

Signed: (Husband)
(Wife)

Name and Signature of the Doctor
Dated:
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4.3 Consent for Artificial | nsemination with Donor

Semen
We,
and , being husband and wife and both of
legal age, authorize Dr. to inseminate the wife
artificially with semen of adonor (registration no. ; Obtained
from semen bank) for achieving conception.

We understand that even though the insemination may be repeated as often
asrecommended by the doctor, thereis no guarantee or assurance that pregnancy
or alivebirthwill result.

We have also been told that the outcome of pregnancy may not be the
sameasthose of the genera pregnant popul ation, for examplein respect of abortion,
multiple pregnancies, anomalies or complicationsof pregnancy or delivery.

We declare that we shall not attempt to find out the identity of the donor.
I, thehusband, also declarethat should my wife bear any child or

children asaresult of such insemination (s), such child or children shall be
asmy own and shall be my legal heir (s).
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The procedure(s) carried out does (do) not ensure a positive result, nor
do they guarantee amentally and physically normal body. Thisconsent holds
good for al the cyclesperformed at theclinic.

Endorsement by the ART clinic

I/we have personally explained to and the
detailsand implications of his/her/their signing this consent/approval form, and
made sureto the extent humanly possiblethat he/she/they understand these details
andimplications.

Name, Addressand Signature
of theWitnessfromtheclinic

Signed:
(Husband)
(Wife)

Name and Signature of the Doctor

Dated:
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4.4 Consent for Freezing of Embryos

We and
consent to freezing of the embryosthat
haveresulted out of IVF/ICSI with our gametes. We understand that the embryos
would be normally kept frozen for fiveyears. If wewishto extend thisperiod, we
would let you (the ART clinic) know at least six months ahead of time. If youdo
not hear from us before that time, you will befreeto (a) usethe embryosfor a
third party; (b) usethem for research purposes; or (¢) dispose them off. Wealso
understand that some of the embryos may not survive the subsequent thaw and
that frozen embryo-replaced cycles have alower pregnancy rate than when fresh
embryosaretransferred.

*Husband

In the unforeseen event of my death, | would like

The embryosto perish [ —
To bedonated to my wife [ —
To be donated to athird party [ —
Used for research purposes [ —
Signed: Dated:
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*Wife

In the unforeseen event of my death, | would like
Theembryosto perish
To be donated to my husband
To be donated to athird party
Used for research purposes

Uil

Signed Dated:

Endorsement by the ART clinic

I/we have personally explained to and
the detailsand implication of hig/her/their signing this
consent/approval form, and made sureto the extent humanly possiblethat
he/she/they understand these detail sand implications.

Name, Address and Signature of the Witnessfrom theclinic

Name and Signature of the Doctor Dated

* The appropriate option may beticked
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4.5 Consent for the Procedure of PESA and TESA

Name of female partner
Name of male partner

We hereby request and give consent to the procedure of PESA and TESA
for ICSI, to be performed on the male partner.

We understand that

a Thereisno guaranteethat the sperm will be successfully removed
or that sperm will necessarily fertilise our oocytes.

b) Should the sperm retrieval fail, the following options will be
availablefor theretrieved oocytes.

0) Insemination of all or some oocytes using donor sperm ]

1)) Donation of oocytesto another infertile couple ]

lii) Disposal of oocytes according to the ethical guidelines ]
(Tick the appropriate option)

Each of the above points has been explained to us by

The procedure(s) carried out does (do) not ensure a positive result, nor
do they guarantee amentally and physically normal body. Thisconsent holds
good for al the cyclesperformed at theclinic.
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Endorsement by the ART clinic

I/we have personally explained to and
the detailsand implicationsof his/her/their signing thisconsent/approva form, and
made sureto the extent humanly possiblethat he/she/they understand these details
andimplications.

Signature of Male Partner Name, Address and
Signature of the Witness
Signature of Female Partner fromtheclinic

Name and Signature of the Doctor

Dated
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4.6 Consent for Oocyte Retrieval/Embryo Transfer

Woman'sName:

Woman'sAddress:
Nameof theClinic:

| have asked the Clinic named aboveto provide mewith treatment services
to help mebear achild. | consent to:

a Being prepared for oocyte retrieval by the administration of
hormones and other drugs

b) Theremoval of oocytesfrom my ovariesunder ultrasound guidance/
| aparoscopy

C) Themixing of thefollowing:

[ Myoocytes ] thesperm of my husband

[] Anonymousdonoroocyte [] anonymousdonor sperm
(Tick the appropriate and strike off the others)

d) the placingin my of

€) 1. (no)  of the oocytes mixed with the sperm

f) 2 (no)  of theresulting embryos

0 3. (no)  of our cryo-preserved embryos

h) 4 (no) of embryo (s) obtained anonymously

| had afull discussionwith about the above

proceduresand | have been given oral and written information about them.
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| have been given asuitable opportunity to take part in counselling about
theimplications of the proposed treatment.

Thetype of anaesthetic proposed (general/regional/sedation) has been
discussed intermswhich | have understood.

Endorsement by the ART clinic

I/we have personally explained to and
the detailsand implicationsof his/her/their signing thisconsent/approva form, and
made sureto the extent humanly possible that he/she/they understand these details
andimplications.

Signature of Female Partner

Name, Addressand Signature
of theWitnessfromtheclinic

Name and Signature of the Doctor

Dated
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4.6.1 Consent of Husband

Asthe husband, | consent to the course of the treatment outlined above. |
understand that | will becomethelegal father of any resulting child, and that the
childwill haveall thenormal legal rightson me.

Name, Address & Signature:
(Husband)

Name, Addressand Signature
of thewitnessfromtheclinic:

Name and Signature of the Doctor:

Dated
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4.7 Agreement for Surrogacy

[ (thewoman), with the consent
of my husband (name), of (address)
have agreed to act as a host mother for the couple,

(wife) and
(husband), both of whom are unable (or do
not wish to) to have achild by any other means.

| had afull discussionwith of theclinic
on inregard to the matter of my acting asasurrogate
mother for the child of the above couple.

| understand that the methods of treatment may include:

1 Stimulation of the genetic mother for follicular recruitment

2. Therecovery of one or more oocytes from the genetic mother by
ultrasound-guided oocyte recovery or by laparoscopy.

3. Thefertilisation of the oocytesfrom the genetic mother with the

sperm of her husband or an anonymous donor.

4. Thefertilisation of adonor oocyte by the sperm of the husband.

5. The maintenance and storage by cryopreservation of the embryo
resulting from such fertilisation until, in the view of the medical and
scientific staff, itisready for transfer.

6. Implantation of the embryo obtai ned through any of the above
possibilitiesinto my uterus, after the necessary treatment if any.
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| have been assured that the genetic mother and the genetic father have
been screened for HIV and hepatitis B and C before oocyte recovery and found
to be seronegativefor all these diseases. | have, however, been also informed
that thereisasmall risk of the mother or/and the father becoming seropositivefor
HIV during the window period.

| consent to the above procedures and to the administration of such drugs
that may be necessary to assist in preparing my uterus for embryostransfer, and
for support intheluteal phase.

| understand and accept that thereis no certainty that a pregnancy will
result from these procedures.

| understand and accept that the medical and scientific staff can giveno
assurancethat any pregnancy will resultinthe delivery of anormal and living child.

| am unrelated/rel ated (relation) tothe
couple (thewould be genetic parents).

| haveworked out thefinancial termsand conditions of the surrogacy with
the couple in writing and an appropriately authenticated copy of the agreement
hasbeen filed with the clinic, which theclinic will keep confidential.

| agreeto hand over the child to
and , the couple (to
in case of their separation during my pregnancy, or to the survivor in case of the
death of one of them during pregnancy) as soon as| am permitted to do so by the
Hospital/Clinic/Nursing homewherethe child isdelivered.
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| undertaketoinformthe ART clinic, , of theresult of
the pregnancy.

| take no responsibility that the child delivered by mewill be normal inall
respects. | understand that the biological parentsof the child havealega obligation
to accept their child that | deliver and that the child would have all theinheritance
rights of achild of thebiological parentsas per the prevailing law.

I will not be asked to go through sex determination tests for the child
during the pregnancy and that | havethefull right to refuse such tests.

| understand that | would have the right to terminate the pregnancy at my
will; 1 will then refund all certified and documented expensesincurred on the
pregnancy by the biological parents or their representative. If, however, the
pregnancy hasto be terminated on expert medical advice, these expenseswill not
be refunded.

| have been tested for HIV, hepatitis B and C and shown to be seronegative
for these virusesjust before embryo transfer.

| certify that (a) | have not had any drug intravenously administered into
methrough ashared syringe; (b) | have not undergone blood transfusion; and (c)
| and my husband have had no extramarital relationship in thelast six months.

| also declare that | will not use drugs intravenously, undergo blood
transfusion excepting of blood obtained through acertified blood bank, and avoid
sexual intercourse during the pregnancy.
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| undertake not to disclose theidentity of the couple.

In the case of the death of both the husband and wife (the couple) during
my pregnancy, | will deliver the child to or
inthisorder; | will be provided, before the embryo
transfer into me, awritten agreement of the above personsto accept the childin
the case of the above-mentioned eventuality.

Endorsement by the ART clinic

I/we have personally explained to and
the detailsand implicationsof his/her/their signing thisconsent/approval form, and
made sureto the extent humanly possiblethat he/she/they understand these details
andimplications.

Signed:
(Surrogate Mother)

Name, Addressand Signature
of theWitnessfromtheclinic

Name and Signature of the Doctor

Dated
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4.8 Consent Form for the Donor of Eggs

| Ms. consent to donate my eggsto couples
who are unableto have achild by other means.

| have had afull discussion with Dr.
(name and address of theclinician) on

| have been counselled by
(name and address of independent counsellor) on

| understand that there will be no direct or indirect contact between me
and therecipient, and my personal identity will not be disclosed to the recipient or
to the child born through the use of my gamete.

| understand that | shall have no rightswhatsoever on theresulting offspring
and viceversa.

| understand that the method of treatment may include:

. Stimulating my ovariesfor multifollicular devel opment.

. Therecovery of one or more of my eggs under ultrasound-guidance or by
|aparoscopy under sedation or general anesthesia.

. Thefertilization of my oocyteswith recipient’s husband’ s or donor sperm
and transferring the resulting embryo into the recipient.
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Endor sement by the ART clinic/oocyte bank

[/we have personally explained to and
the detailsand implicationsof his/her/their signing thisconsent/approva form, and
made sureto the extent humanly possiblethat he/shelthey understand these details
andimplications.

Signed:

Name, Address and Signature of theWitnessfrom theclinic

Name and Signature of the Doctor

Dated
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4.9 Consent Form for the Donor of Sperm

| Mr. consent to donate my sperm to
coupleswho are unableto have achild by other means.

| have had afull discussion with Dr.
(name and address of theclinician) on

| have been counselled by (name
and address of independent counsellor) on

| understand that there will be no direct or indirect contact between the
recipient, and me and my personal identity will not be disclosed to the recipient or
to the child born through the use of my gamete.

| understand that | shall have no rightswhatsoever on theresulting offspring
and viceversa.

Endorsement by the ART clinic/semen bank

I/we have personally explained to and
the detailsand implicationsof his/her/their signing thisconsent/approva form, and
made sureto the extent humanly possiblethat he/she/they understand these details
andimplications.

Signed:

Name, Addressand Signature
of theWitnessfromtheclinic

Name and Signature of the Doctor Dated
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5 Training

ART necessitatesthat thelaboratory staff must have basi c knowledge of
mammalian embryology, reproductive endocrinology, genetics, biochemistry,
molecular biology, microbiology, andinvitro culturetechniques. Thelaboratory
staff must also be knowledgeable in the subjects practiced by the clinician. The
clinical staff must be well-versed in reproductive endocrinology, pathology,
endoscopy, ultrasonography, gynaecology and/or andrology. The clinician must
be knowledgeabl e about theimportance of the proceduresused in the embryol ogy
laboratory. Itisonly through an understanding of thebasic principlesof thesevera
disciplinesinvolved that anintegrated team can be put in placeto makeasuccessful
ART clinic.

ART does not form apart of the medical curriculum anywherein India
although the number (10 — 15% of the adult population in the reproductive age
group) of infertile couplesneeding ART isquitelarge. Thereis, therefore, aneed
to institute training programes in ART. Such training can best be imparted in a
teachinginstitution, which hasall the branches of thebasiclifesciencesasdistinct
disciplines, so that thetrainees are exposed to the diverse disciplinesinvolvedin
ART. Alternatively, universitiesor other institutions having the appropriate basic
science departments can offer training for the laboratory staff, and medical
institutions can offer training in the clinical aspects of ART. Nevertheless, there
must beanodal point wherethestaff trained in the abovetwo typesof institutions
can come and work together to acquire capabilitiesof practicing ART. Speciality
ART clinics, either inthe public or the private sector, can act as such nodal points
and play amajor rolein establishing such training programmes.

Scientific discoveries and advances, especialy in modern biological
sciences, areoccurring at avery rapid pace. Thereisconcomitant devel opment of
new reproductivetechnologies. Trainingin ART should, therefore, beacontinuous
and an ongoing process. The only way in which already trained staff could keep
up with the new advancesisto take part in workshops and conferences organi zed
by scientific societies. The Government of Indiamust encourage such conferences
through organi zationssuch astheI CM R, Department of Scienceand Technology,
Department of Biotechnology, CSIR, and the various science academiesin India.
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6 Future Research Prospects

Progress in any field can only occur through research. There have
hardly been any publications by Indian scientists in the area of ART in peer
reviewed, internationally reputed, scientific journals, except for a few that
appeared from the Institute for Research in Reproduction in the late 1980’s.
Consequently, much of ART practicethat isused in Indiais based on papers
published outside India, and there is hardly any information either on the
basic profile of theinfertile couplesin Indiaor even on the clinical experience
in respect of the ART technol ogies devel oped el sewhere but used in India as
per the Western protocols.

ART offers a unique situation to study the biology of reproduction
in human subjects without compromising ethical issues. For example, it is
perfectly legitimate and ethical to take tissue and body fluid samplesfrom an
infertile couple to study the cause of infertility. Thisis an areathat has not
been exploited in India. Another line of research that is extremely important
isto study early embryonic development — subject that hasremained in darkness
for quite along time. What kinds of genes are turned on and off at different
stages of pre-implantation embryos? Thiswould aid in developing methods
for implanting only the appropriate embryos in individuals who are known
carriersof inheritable genetic disorders. Can embryos be used for devel oping
tissues or organs (kidneys, pancreas etc.) for replacement? Stem cells obtained
from devel oping embryos hold much promise in thisfield of biotechnology.
Thereishardly any seriousresearch going onin such areasin the country. It
must be bornein mind that one important area of future medical advances, is
gene therapy, and such therapy may require in vitro fertilization and
development.

What isurgently required isthe identification of projectsthat are of
value to advance our knowledge of human reproduction and devel op better
methodsfor treating infertility, or even identify better contraceptives because
infertility is the kind of situation that we intend to create in afertile couple
desirous of limiting their family size. Following such identification, research
in reproduction, with special reference to infertility treatment, must be
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identified asapriority areafor research for funding by the national scientific
agencies.

6.1 Pre-implantation Genetic Diagnosisand
Chromosomal and Single-Gene Defects

There is a growing volume of information that is now available
showing that many formsof infertility are caused by genetically transmittable
disorders. The genetic disordersinclude trisomy, translocations, inversions,
deletions and microdeletions. All this new information suggests that great
care must be exercised with ART because infertile couple may be carriers of
such disorders; when onetriesto forcefertilization, the question ariseswhether
oneistransmitting genetic disordersto the offspring. Thisraises many moral
and ethical issues.

One way to get around this problem is to institute top-class genetic
diagnostic facilitiesthat will be able to carry out diagnosis of genetic defects
in single cells obtained from embryos. Thisis avery expensive and labor-
intensive project and therefore there is a need to establish just a few well-
equipped centers in the country and later expand them if there is a need.
These centers could serve as referral centers and should be used judiciously.
The establishment of such centerswill go along way in placing ART practice
in Indiaon afirm, healthy and ethical footing.
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7.0 Providing ART services to the Economically

7.1

7.2

Weaker Sections of the Society

The setting up of amodern ART clinic and running it satisfactorily is
an expensive affair, requiring adedicated staff that would render long-
term service. The setting up of ART clinicsin the public sector, which
do not exist as of now, must be explored.

Reduction of drug costs: The concerned Ministries must take a look
at the reason for the high cost of ovarian stimulation hormones, and
encourage and support local pharmaceutical industries to start
manufacture of human menopausal gonadotropinsindigenously so that
the treatment of our infertility patientsisnot dictated by the commercial
motives of the multinational pharmaceutical companies but by national
needs.
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8 Establishing a National Database for Human
I nfertility

It isimportant to realize that diagnostic and therapeutic approaches
in reproductive medicine have to keep pace with rapidly devel oping molecular
knowledge of human reproduction. It is now possible to detect the incidence
of chromosomal abnormalitiesusing avariety of high-powered PCR techniques
(Human Reproduction 13: 3032-3038, 1998.) and multicolour fluorescent in
situ hybridization (FISH) analysis (Chromosome 6:481-486,1998; Human
Reproduction 16:115-120,2001). FISH studies on sperm are becoming
necessary to understand whether there is a genetic cause for male infertility,
before patients can be subjected to ICSI. New spermatogenesis genes are
bound to be discovered (Endocrinological Investigations 23: 584-591, 2000);
testing their mutation will become easier with DNA chips and microarray
technology.

Unfortunately, there is no documented database available in our
country that would cover data on all aspects of infertility, and there is an
urgent need for the same. It isworrisome to see that, with the primary aim of
providing a child to the infertile couple, a variety of sophisticated ART are
being used to overcome male factor infertility without understanding the
underlying cellular and molecular etiology. In the process of curing infertility
in the patient, there is a high iatrogenic risk of transmitting an abnormal
paternal geno-(pheno-)type to the ART-born child. An appropriate database
would allow the quantification of such risks.
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9 Composition of the National Advisory Committee

Chairman: Secretary, Ministry of Health and Family Welfare, Govt. of India.

Co-chairman: Director General, Indian Council of Medical Research, New Ddlhi.

Executive Secretary: A officer below therank of Joint Secretary in Ministry of
Health and Family Welfare, Govt. of India.

Members:
¢ Representative of the Indian Council of Medical Research.
¢ Representative of the National Academy of Medical Sciences.

¢ Representative from the Ministry of Health & Family Welfare, Govt. of
India

¢ Representative of a scientific society that deals with ART. Care must be
taken to ensure that such a representative should be from a society that
has democratically elected office bearers and is governed by reasonable
rulesand regulations. Therepresentative must have aproven track record
of having contributed significantly to ART. The nature of the person’s
association with commercial companies must be made known publicly.

¢ A social scientist of repute.

¢ The Chairman of the National Bioethics Committee.
¢ A gynaecological endocrinologist.

¢ A gynaecological sonographist.

¢ Anoperative gynaecologist.

¢ A mammalian reproductive biologist.

¢ Anandrologist.

¢ A representative of NGOs.
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¢ A counsellor.

¢ A representative of patients.
¢ A medico-legal expert.

¢ A representative of FOGSI.
¢ A representative of ISSRF.

Notes: 1. A meeting of the National Advisory Committee may be chaired either
by the Chairman or Co-chairman.

2. The Advisory Committee should meet at |east once in six months.
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