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RUSSIAN FEDERATION MINISTRY FOR HEALTH

ORDER N 67
dd. February 26, 2003 

ABOUT USE OF ASSISTED REPRODUCTION TECHNOLOGIES (ART) 

FOR TREATMENT OF INFERTILITY IN FEMALE AND MALE PATIENTS 

To achieve better regulation of the use and implementation of new assisted reproduction technologies by appropriate health organizations, I do hereby make the following order:

1. To approve:

1.1. Manual for use of assisted reproduction technology methods (Supplement N 1).

1.2. Patient’s personal card applicable for purposes of assisted reproduction technology methods, Form N 111-1/у-03 (Supplement N 2).

1.3. Sperm donor’s personal card, Form N 158/у-03 (Supplement N 3).

1.4. Oocyte donor’s personal card, Form N 158-1/у-03 (Supplement N 4).

1.5. Register of patients’ sperm records, storage and uses, Form N 158-2/у-03 (Supplement N 5).

1.6. Register of donors’ sperm records, storage and uses, Form N 158-3/у-03 (Supplement N 6).

1.7. Register of patients’ oocytes records, storage and uses, Form N 158-4/у-03 (Supplement N 7).

1.8. Register of donor’s oocytes records, storage and uses, Form N 158-5/у-03 (Supplement N 8).

1.9. Register of cryopreserved embryos records, storage and uses, Form N 158-6/у-03 (Supplement N 9).

1.10. Register of artificial inseminations, Form N 158-7/у-03 (Supplement 10).

1.11. List of basic medical document forms with their retention periods specified (Supplement N 11).

1.12. Recommended structure and list of equipment and fittings for ART Center (Supplement N 12).

2. To treat Russian Ministry for Health Order N 301 dd. December 28, 1993, titled: “On Use of Method Involving Artificial Insemination of Women with Donor Sperm Subject to Medical Indications and Method Involving In Vitro Fertilization and Embryo Transfer into Uterine Cavity for Treatment of Infertility in Female Patients” (registered with Russian Ministry for Justice on January 10, 1994, registration number: 453) as void.

YU.L. SHEVCHENKO

Health Minister

Supplement N 1

To Russian Federation Ministry for Health Order 

N 67 dd. February 26, 2003

MANUAL

FOR USE OF ASSISTED
REPRODUCTION TECHNOLOGIES METHODS

ART are infertility treatment methods when all or some of stages of conception and early embryo development are performed in vitro. ART include: in vitro fertilization and embryo transfer into uterine cavity; introcytoplasmic sperm injection; sperm donation, oocyte donation; surrogacy; pre-implantation diagnostic of hereditary diseases; artificial insemination with husband’s (donor’s) sperm.

ART may be performed only if the patients have previously given their informed written consent.

List of abbreviations for
the basic ART programs and methods

ART        - assisted reproduction technologies 

IVF        - extracorporal (in vitro) fertilization

ET         - embryo transfer into uterine cavity 

GIFT       - gamete intrafallopian transfer 

ZIFT       - zygote intrafallopian transfer
AI         - artificial insemination

AISD       - artificial insemination with donor’s sperm 

AISH       - artificial insemination with husband’s sperm 

ICSI       - intracytoplasmic sperm injection 

ISO        - induced superovulation 

MEZA       - spermatozoon aspiration out of epididymis 

PEZA       - transcutaneous spermatozoon aspiration out of epididymis 

TEZA       - spermatozoon aspiration out of testicle tissue 

TEZE       - spermatozoon extraction out of testicle tissue 

EIFT       - embryo intrafallopian transfer
1. Extracorporal fertilization (IVF)
Extracorporal fertilization (IVF) has been in practice worldwide since 1978. In Russia, the first IVF and embryo transfer (ET) into uterine cavity were performed by Russian Academy of Medicine Research Center for Obstetrics, Gynecology and Perinatology.

IVF has the following stages:

-patient selection and medical examination;

-induction of superovulation, including monitoring of follicle genesis and endometrial development;

-ovarian follicle puncture;

-insemination of oocytes and in vitro cultivation of embryos;

-transfer of embryos into the uterine cavity;

-maintaining of lutein phase within the stimulated menstrual cycle; 

-diagnostic of early-stage pregnancy.

IVF is possible within the natural menstrual cycle, without any induction of superovulation.

IVF is indicated in the following cases:

-infertility, which cannot be treated through usual therapy at all or is more likely to be overcome through IVF than through any other methods.

In case there are no contraindications against it, IVF can be performed upon request from any married couple (single woman) for any type of infertility.

IVF is contraindicated in the following cases:

-somatic and mental diseases contraindicative to child bearing and child birth; 

-inborn uterine malformations or acquired uterine deformities precluding any embryo implantation or child bearing;

-ovarian tumors;

-benignant uterine tumors requiring operative treatment; 

-acute inflammatory diseases, wherever located;

-malignant neophytes, wherever located, including those in anamnesis.  
Medical tests for both spouses prior to IVF 

The following is compulsory for female patients:

- general and special gynecological examination; 

- ultrasound examination of small pelvis;

- blood type and Rh identification;

- clinical blood sample testing, including coagulation time (results are valid for 1 month); 

- blood sample testing for syphilis, HIV, Hepatitis B and Hepatitis C (results are valid for 3 months);

- testing of samples taken from urethra and cervical channel for microflora and testing of actual vaginal cleanness;  

- general practitioner’s report on the actual state of health and chances for child bearing.

As per indications:

- Examination of uterus and uterine tubes (hysterosalpingography or hysterosalpingoscopy and laparoscopy);

- endometrial biopsy;

- bacteriological testing of samples taken from urethra and cervical channel;

- cytological testing of samples taken by way of uterine cervix smears;

- blood sample testing for FSG, LG, Е2, Prl, T, cortisol, P, Т3, Т4, NNG and STG;

- examination for antispermal and antiphospholipid antibodies;

- examination for infections (chlamydiosis, uro- and mycoplasmosis, herpes simplex, cytomegaly, toxoplasmosis, rubella);

- per-indication reports from other specialists.

The following is compulsory for male patients:

- blood sample testing for syphilis, HIV, Hepatitis B and Hepatitis C (results are valid for 3 months);

- spermogram.

As per indications:

- blood type and Rh  identification;

- andrologist’s consultation;

- examination for infections (chlamydiosis, uro- and mycoplasmosis, herpes simplex, cytomegaly).

If the spouses are older than 35 years, they should get a genetic’s consultation.  
Superovulation induction
To induce superovulation only drugs, that are duly registered in the Russian Federation can be used. Selection of specific stimulation pattern and drugs to be administered, as well as adjustment of dosage and introduction of modifications into the induced superovulation protocol are performed on the individual basis.

To induce superovulation, the following drug groups can be used: selective modulators of estrogen receptors (SMER); gonadotropines (human menopausal gonadotropine – hMG; follicle stimulating hormone – FSH; recombinant FSH – rFSH; recombinant luteinizing hormone – rLH; chorionic gonadotropine – CG); agonists of gonadotropine releasing hormone (a-GnRH); antagonists of gonadotropine releasing hormone (ant-GnRH). 

Monitoring of follicle genesis and endometrial development 

Ultrasound monitoring is the principal method for dynamic control over development of follicles and endometrium during superovulation induction. Ultrasound monitoring makes it possible to precise the number of follicles available and their average diameter (as per sum total of two measurements made) and to identify endometrial thickness.

Hormonal monitoring implies dynamic identification of estradiol (Е2) and progesterone (Prg) concentrations in blood and, therefore, is a supplement to ultrasound examination results in estimation of how functionally mature the follicles are.

Criteria of the completion of superovulation induction and prescription of CG

Signs indicating that induction of superovulation is complete are leading follicle(s) diameter of more than 17 mm and endometrial thickness equal to 8 mm and more. Other evidence of how mature follicles are can be obtained through identification of how active steroid genesis (Е2 concentrations in blood plasma) is.

To have the oocytes completely mature, CG is to be administered (recommended dosage: 5,000 – 10,000 IU at a time, intramuscularly).

Follicle puncture and obtaining of oocytes 

Puncture of ovarian follicles and aspiration of oocytes are to be performed 32-40 hours after CG is administered. It can be made on-site, in a minor-operation room, usually through transvaginal access under ultrasound control, by way of special needles designed for puncture purposes. In case transvaginal puncture is not possible (ovaries are located atypically, etc.), oocytes can be obtained through laparoscopy.

Sperm obtaining and registration for IVF 

Specially prepared husband’s or donor’s sperm is used for IVF. Sexual abstinence for 3-5 days is recommended for the man before that. The sperm is produced by masturbation. Sterile container intended for collection of the ejaculate should be marked appropriately. Sperm collecting is to be performed in an appropriate room with a separate entrance, appropriate interior design and lavatory with washbasin. The sperm may be frozen for a postponed use (see “Cryopreservation of sperm and embryos”). All collected sperm should be registered in a special register. 

Selection of donors is performed by each patient in a voluntary and independent manner, basing on phenotype description.

Oocyte insemination and in vitro embryo cultivation 

Follicular liquid pre-obtained via follicle puncture is put into Petri dish. The aspirated matter is examined by stereomicroscope, where 10-50-fold magnification is applied. This is combined with estimation of the quality of oocytes obtained, after which the oocytes are put into the appropriate medium for cultivation. The oocyte-containing dish is put into incubator at 37oС temperature and CO2 5% concentration.

Both native and cryopreserved spermatozoa should be washed clean of any seminal plasma before use. Fraction of morphologically normal and top-mobile spermatozoa should be separated from all other spermatozoa. Presently, there are 2 principal methods for sperm processing: flotation centrifugation and within-density gradient centrifugation.

Presence of fertilized oocytes is usually estimated 12-18 hours later, when male and female pronuclei are clearly visible. Zygotes are put into a fresh cultural medium, where initial embryo development takes place. 

Embryos transfer into the uterine cavity 

Embryos can be transferred into the uterine cavity at various stages, starting from the zygote stage and up to the blastocyte stage, which is usually formed in humans 5-6 days after fertilization. 

It is recommended to transfer not more than 3 embryos into the uterine cavity. However, it is possible to transfer a greater number of embryos, if expected implantation probability is low. To transfer the embryos, special catheters are used, to be put into the uterine cavity through the cervical channel.

In case of a cervical channel permeability impairment, which cannot be treated, embryo transfer can be performed through a uterine wall (transmyometrally). Mandrin-containing needle can be put into the uterine cavity transvaginally, transabdomenally or transurethrally.

Maintaining of lutein phase within the stimulated menstrual cycle 

Lutein phase is usually maintained within the stimulated menstrual cycle by progesterone or its analogs. 

In case there is no risk of ovarian hyperstimulation syndrome (OHS), maintaining of the lutein phase can include administration of CG-based drugs, normally prescribed on the embryo transfer date, and, afterwards, each 2-4 days (on the individual basis).

Diagnostic of early-stage pregnancy 

Pregnancy diagnostic methods involving identification of beta-CG content in blood or in urine are performed 12-14 days after the embryo transfer date. Pregnancy ultrasound diagnosis can be made, with certainty, 21 days after the embryo transfer date.

IVF could involve the following complications:

- ovarian hyperstimulation syndrome (OHSS);

- allergic responses associated with administration of drugs required for superovulation induction and maintaining of lutein phase within the stimulated menstrual cycle;

- external and internal hemorrhage;

- acute inflammation or exacerbation of chronic genital diseases in female patients; 

- extrauterine pregnancy;

- multiple uterine <*> and heterotopic pregnancy.

--------------------------------

<*> To prevent various obstetrical and perinatal complications associated with multiple pregnancy, an operation can be performed to reduce number of the developing embryos/fetuses (embryonic/fetal reduction).

Embryonic/fetal reduction can be performed only after the pregnant woman has given her written informed consent for that. Specific number of embryos to be reduced is precised by the woman upon her doctor’s recommendation.

Indications:

- multiple pregnancy (3 embryos/fetuses or more).

Contraindications:

- there is a danger of pregnancy interruption;

- acute inflammatory diseases, wherever located (as of the procedure date). 

Medical examinations to be performed:

- clinical blood sample testing, including coagulation time (results are valid for 1 month);

- blood sample testing for syphilis, HIV, Hepatitis В and Hepatitis С (results are valid for 3 months);

- testing of samples taken from urethra and cervical channel for microflora and testing of actual vaginal cleanness;

- ultrasound examination of small pelvis.

Selection of embryos/fetuses to be left or reduced  is to be performed taking into account ultrasound examination results delineating the actual state of each embryo/fetus within up to 10 weeks of pregnancy.

Access to the embryos/fetuses (transvaginal, transcervical or transabdomenal) and embryo/fetus discontinuation method to be used is to be selected, in each specific case, by the attending doctor.

2. Intracytoplasmic sperm injection
Intracytoplasmic sperm injection (ICSI) is performed using an inverted microscope supplied with micromanipulators and using special microinstruments.

ICSI is indicated in the following cases: 

- azoospermia (there are no spermatozoa in the ejaculated matter); oligozoospermia (spermatozoa concentration is less than 2 million/ml); astenozoospermia (less than 1 million of actively mobile spermatozoa per 1 ml); teratozoospermia (less than 5% of normal spermatozoa shapes, as shown by Krüger morphological analysis); combined sperm pathology);

- clinically significant content of antispermal antibodies in the ejaculate (MAR test: more than 50%);

- less than satisfactory quality of or no oocyte fertilization at all during the previous IVF attempt.

ICSI methods

Before microinjection is performed, oocyte should be denuded from radiate corona cells. The micromanipulation is performed upon ripe oocytes only, and provided the first polar corpuscle is present. Specific method usable to duly process ejaculated or aspirated semen obtained out of the testis or out of its epididymis is to be selected by the embryologist on an individual basis, subject to the number and quality of spermatozoa available.

The major stages of ICSI:

- spermatozoon immobilization by way of tail membrane integrity disruption;

- external cytoplasmatic oocyte membrane integrity disruption;

- spermatozoon putting into the oocyte cytoplasm by way of a glass microneedle.

Spermatozoa can be obtained, for ICSI from the ejaculate by methods described in “Obtaining and registration of sperm for IVF” or surgically.

3. Surgical methods to obtain spermatozoa 

Selection of the best possible method to obtain spermatozoa is up to the andrologist, after further medical examinations are made.

In case of azoospermia, spermatozoa to be injected into the ovule can be obtained by open testicle biopsy followed by spermatozoa extraction (TEZE) or by aspiration of the epididymis contents (MEZA), as well as through transcutaneous aspirational operative interventions into the epididymis  (PEZA) or into the testicle (TEZA).

The operation is usually performed on the date of follicle puncture and oocyte taking from a woman. It is known, however, that spermatozoa obtained from the epididymis retain their fertilizing capacity within the next 12-24 hours, while testicular spermatozoa retain such capacity within the next 48-72 hours, which makes it possible, sometimes, to make variations in time scheduled for both procedure types. It is also possible to use cryopreserved tissue or aspirated matter taken from the testicle and/or epididymis upon written application from the patients; if so, spermatozoa are taken in advance, irrespective of whether the wife’s ovarian follicles have already been punctured or not.

Surgical methods for obtaining of spermatozoa are indicated in the following cases:

- obstructive azoospermia;

- primary testicular insufficiency.

Surgical obtaining of spermatozoa is contraindicated in case of any acute infectious diseases, wherever located.

Examinations and tests to be made before surgical intervention, for obtaining of spermatozoa, include:

- blood type and Rh identification;

- clinical blood sample testing, including coagulation time (results are valid for 1 month);

- blood sample testing for syphilis, HIV, Hepatitis B and Hepatitis C (results are valid for 3 months).

Complications possible in case of surgical spermatozoa taking: 

- scrotum hematomas or intratesticular hematomas;

- infection of wound produced by the operation.
4. Dissection of embryo lustrous membrane (assisted hatching)

Prior to embryo transfer into the uterine cavity, embryo lustrous membrane dissection can be performed, if indicated. This is aimed at achievement of a higher implantation frequency through easier blastocyst hatching.

5. Preimplantation diagnosis of hereditary diseases 

Preimplantation diagnosis involves diagnosis of monogenic and chromosomal defects in oocytes and embryos and identification of embryo gender to prevent gender-specific hereditary diseases. Pre-implantation diagnostic is intended for women, who are running high risk of giving birth to children suffering hereditary pathologies, as an alternative method for prenatal diagnosing. The principal advantage of preimplantation diagnosis is that it offers an opportunity to avoid invasive intervention into embryo/fetus egg and to interrupt the pregnancy in case any pathology is found. The tests can be performed on oocyte polar corpuscles and/or embryo blastomere nuclei.

Pre-implantation diagnosis is indicated in the following cases: 

Risk of giving birth to children with mutation in any isolated gene or chromosomal anomalies, such as can be found and identified by medico-genetic examinations/tests (clinic-genealogical examinations/tests, karyotype analisis, etc.).

Materials and methods of the examinations/tests  

The diagnosis is performed using in situ fluorescent hybridization (FISH) methods or polymerase chain reaction (PCR).

6. Gamete and embryo donation 

Gamete donors provide their gametes (sperm, oocytes) to other persons to overcome infertility without, however, assuming any parental responsibilities towards children to be born thereby.

Birth of 20 children from the same donor per 800 thousand of population resident in the local region is sufficient reason to stop any further use of that donor for the recipients of such region.
6.1. Oocyte donation

Oocyte donors can be:

- non-anonymous female relatives or female acquaintances of a woman;

- anonymous donors.

Oocyte donation can be performed after getting from a donor a written informed consent for superovulation induction  and for ovarian puncture.

Requirements for oocyte donors:

- age from 20 to 35 years;

- must have a healthy child of her own;

- must have no pronounced phenotypal manifestations; 

- somatic health.

IVF with donated oocytes is indicated in the following cases: 

- absence of oocytes, caused by natural menopause, premature ovarian failure syndrome, specific states of health typical for post-ovarian ectomy period, post-radiotherapy period or post-chemotherapy period, as well as abnormal development (gonad dysgenesis, Shereshevsky-Turner syndrome, etc.);

- oocytal functional inferiority in female patients suffering gender-specific hereditary diseases (hemophilia, Duchesne myodystrophy, Х-linked ichthyosis, Charcot-Marie-Trusseau peroneal myotrophy, etc.);

- repeated IVF attempts with no success, when the ovaries were insufficiently responsive to inducement of superovulation, and when embryos obtained were, more than once, of poor quality, so that no pregnancy could be achieved after their transfer.  

Contraindications to IVF with use of donated oocytes - same as those applicable to IVF.

Medical examinations required for oocyte donors 

- blood type and Rh factor identification;

- examination by general practitioner and report on the state of health and absence of any contraindications to operative invasion (valid for 1 year);

- examination by and report from psychiatrist (one time);

- genetic examination/test (clinical-genealogical examination/test, karyotype analisis, etc.) as per indications;

- gynecological examination (before each superovulation inducement attempt);

- general urine analysis (before each superovulation inducement attempt);

- cardiogram (results are valid for 1 year);

- fluorogram (valid for 1 year);

- clinical and biochemical blood sample tests and blood sample testing for coagulation time before each superovulation inducement attempt;

- blood sample tests for syphilis, HIV, Hepatitis B and Hepatitis C (results are valid for 3 months);

- testing of samples taken from urethra and cervical channel for microflora and testing of actual vaginal cleanness (before each superovulation inducement attempt); 

- tests for the following infections: gonorrhea, chlamydiosis, genital herpes, ureaplasmosis, mycoplasmosis, cytomegaly (validity period: 6 months);

- cytological tests of smears taken from the uterine cervix.

Medical examinations for both spouses (recipients) - the same as those applicable in case of IVF.

Documents required for “Oocyte donation” program: 

- oocyte donor’s informed written consent;

- oocyte donor’s questionnaire;

- oocyte donor’s personal card;

- oocyte donors catalogue containing description of donors’ anthropometric data and phenotype - available to the patients.

Questionnaire of each donor is to be filled in and encoded by the doctor. Encoding can be maintained under any pattern chosen.

All oocyte donation documents are to be kept in the safe deposit box as classified documents.

All work performed with donors is within responsibilities of an attending doctor. The doctor performs medical examination of the donor before each IVF attempt and maintains control over timely performance and results of the required laboratory tests, as scheduled in the applicable examination & tests calendar plan.

“Oocyte donation” program has the following algorithm:

- oocyte donor selection;

- menstrual cycle synchronization;

- Invitro Fertilization.

6.2. Sperm donation 

Donated sperm can be used in case of IVF and AI. Indications for using donated sperm within these programs are described in appropriate sections. It is allowed to use donated sperm obtained from any other facilities that have donated sperm banks.  

It is permitted to use frozen/thawed donated sperm only, after obtaining of repeated (6 months after the sperm is taken) negative results of tests for HIV, syphilis and hepatitis. Use of frozen/thawed sperm makes it possible to maintain the following:

- efforts required to prevent any contraction of HIV, syphilis, hepatitis and other infections; 

- preclusion of any personal meeting between the donor and the recipient.

Requirements for sperm donors:

- age from 20 to 40 years;

- absence of any deviations in normal organometric and phenotype.

Requirements applicable to donated sperm:

- the volume of ejaculated matter should be more than 1 ml;

- spermatozoa concentration should be more than 80 million per 1 ml of the ejaculated matter;

- share of progressively mobile forms (А+В): more than 60%;

- share of morphologically normal forms: more than 60%;

- cryotolerance.

Examinations and tests for sperm donors:

- blood type and Rh factor identification;

- examination by and appropriate report from general practitioner (1 time a year);

- examination by and appropriate report from urologist (1 time a year); 

- examination by and appropriate report from psychiatrist (one time); 

- genetic examination/test (clinical-genealogical examination/test, karyo type identification, etc.) as per indications;

- blood sample tests for syphilis, HIV, Hepatitis B and Hepatitis C (results are valid for 3 months);

- tests for the following infections: gonorrhea, chlamydiosis, genital herpes, ureaplasmosis, mycoplasmosis, cytomegaly (validity period: 6 months).

Documents required for each donated sperm bank: 

- sperm donor’s application;

- sperm donor’s personal card;

- register of donated sperm records, storage and uses; 
- sperm donor’s catalog containing description of donor anthropometric data and phenotypic portraits.  

Personal card of each donor is filled in and encoded by the attending doctor. Encoding can be maintained under any pattern chosen. Donor’s application and his personal card are to be kept in the safe deposit box as classified documents.

All work performed with donors is within responsibilities of the attending doctor and embryologist.

The doctor arranges the medical examination of the donor and maintains control over timely performance and results of laboratory tests performed, as scheduled in the applicable examination & test calendar plan.

The embryologist arranges sperm freezing and thawing as required, estimates sperm quality before and after cryopreservation, maintains the required sperm storage mode and keeps records of the semen used.

Obtaining and registration of donated sperm 

Sexual abstinence for 3-5 days is recommended for the donor. The sperm is produced by masturbation. The ejaculate is collected into a sterile container pre-marked appropriately. The procedure should be performed in a special room, with a separate entrance and a washbasin.

Registration of the donated sperm should be maintained in the donated sperm register and in the donated sperm collecting & use card.

6.3. Embryo donation

Embryo donors can be IVF program patients, who still have, after completing their families (childbirth), some non-used cryopreserved embryos in the bank. If donating patients have voluntary consented and given a written informed consent for donation, these embryos can be donated to infertile married couples or single women (recipients).

Embryos for donation can also be obtained through fertilization of donated oocytes with donated sperm.

The patients should always be informed that expected success rate of program involving use of cryopreserved embryos left after IVF program is lower than in case embryos obtained from donated gametes are used. The recipients should also be provided with donor phenotypal portraits.

IVF involving use of donated embryos is indicated in the following cases:

- absence of oocytes;

- unfavorable medico-genetic prognosis;

- poor quality embryos were obtained more than once, and their transfer produced no pregnancy;

- it is not possible to obtain or use the husband’s sperm in combination with the above mentioned factors (or any other factors).

Contraindications for IVF with donated embryos are the same as in case of IVF.

Medical tests for recipients: 

They are the same as in case of IVF plus examinations/tests to be perform to preclude development of any spontaneous pregnancy.

Embryo donor selection criteria 
They are the same as those applicable to gamete donors.

Embryo donor medical examinations 

Each married couple seeking to donate their embryos should undergo medical tests required for gamete donors.

6.4. Cryopreservation of sperm, oocytes, embryos and biomaterial obtained from testicles 

Cryopreservation of sperm and oocytes 

Cryopreservation of sperm and oocytes is permitted only upon getting appropriate written application- informed consent from the patients.

Selection of the best possible method for sperm and oocyte freezing and thawing depends on chosen cryoprotectors and equipment available. Such selection is to be performed by each laboratory at its own sole discretion.

If sperm cryopreservation is performed for the first time, it is required to make a control-test sperm freezing/thawing. The patient/donor should be informed about the results of the control test.

Cryopreservation of embryos

Such cryopreservation is to be made by way of appropriately programmed freezer or vitrification. Specific cryopreservation program to be used in each case depends on embryo development stage and cryoprotector type.

Frozen embryos are to be stored at plastic straw pieces appropriately marked and put into liquid nitrogen.

Cryopreservation of biological material obtained from the testicle or its epididymis 

The biomaterial should be frozen provided that it contains spermatozoa for further use in IVF-ICSI program. The freezing is performed in a way similar to that for the sperm cryopreservation.

7. Surrogacy
Legal aspects of surrogate motherhood are précised in the current legislation of the Russian Federation, namely: Item 4, Article 51, Item 3, Article 52 of Russian Family Code <*>; Item 5, Article 16 of Federal Law titled: “On Civil Status Records”, N 143-ФЗ dd. November 15, 1997 <**>.

--------------------------------

<*> Collection of Russian Laws, January 1, 1996, N 1, p. 16.

<**> Collection of Russian Laws, November 24, 1997, N 47, p. 5340.

A married couple and surrogate mother should give their informed written consent for taking part in “Surrogate motherhood” program.

Surrogate motherhood is indicated in the following cases:

- absence of uterus (congenital or acquired);

- uterine cavity or cervix deformity due to congenital malformations or to any diseases;

- uterine cavity synechia, which cannot be treated; 

- somatic diseases contraindicating any child bearing; 

- repeatedly failed IVF attempts, when high-quality embryos were repeatedly obtained and their transfer wasn’t followed by pregnancy.

Only women that have voluntary consented to take part in this program can be surrogate mothers.

Requirements for surrogate mothers:

- age from 20 to 35 years;

- must have a healthy child of her own;

- mental and somatic health.

Medical examinations for surrogate mothers:
- blood type and Rhesus factor identification;

- blood sample testing for syphilis, HIV, Hepatitis B and Hepatitis C (results are valid for 3 months);

- tests for the following infections: chlamydiosis, genital herpes, ureaplasmosis, mycoplasmosis, cytomegaly, rubella (validity period: 6 months);

- general urine sample test (validity period: 1 month);

- clinical blood sample test + coagulation time (validity period: 1 month);

- biochemical blood sample test: ALT, AST, bilirubin, sugar, urea (validity period: 1 month);

- fluorogram (validity period: 1 year);

- testing of samples taken from urethra and cervical channel for microflora and testing of actual vaginal cleanness (validity period: 1 month);

- cytological test of smears taken from uterine cervix;

- examination by general practitioner and report on the actual state of health and absence of any contraindications to child bearing (validity period: 1 year);

- examination by and appropriate report from psychiatrist (one time); 

- general and special gynecological examination (before each superovulation inducement attempt).

Contraindications for IVF and ET for the “Surrogate motherhood” program and married couple medical examinations to be performed are the same as those in case of IVF.

“Surrogate motherhood” program is performed under the following algorithm: 

- surrogate mother selection;

- menstrual cycle synchronizing;

- in vitrol fertilization followed by embryo transfer into the uterine cavity. 

8. Transfer of gametes and embryos into the uterine tube 

Gametes and embryo transfer into the uterine tube (GIFT, ZIFT and EIFT) is practiced quite seldom now – for instance, when IVF cannot be done for any reasons. To use such methods, it is absolutely necessary to have at least one fully functional uterine tube. 
Transfer of gametes, zygotes or embryos into the Fallopian tube (GIFT, ZIFT or EIFT) can be performed transabdomenally (by way of laparoscopy) or transcervically (under ultrasound control).  
Indications for GIFT, ZIFT or EIFT:

- oligoastenozoospermia;

- infertility of unclear etiology;

- cervical factor;

- external genital endometriosis;

- not efficient artificial inseminations, etc. 
Contraindications to GIFT, ZIFT and EIFT

They are the same as in case of IVF.

Medical examinations applicable to the married couple 

They are the same as in case of IVF with absolutely required estimation of the actual state of the uterine tubes. 

9. Artificial insemination with sperm taken from the husband/donor 

Artificial insemination (AI) can be performed by injecting sperm into the cervical channel or uterine cavity. This can be performed within the natural menstrual cycle or with use of superovulation inductors.

In case of AI involving donated sperm, only cryopreserved sperm may be used. It is allowed to use native sperm if AI involves sperm taken from the husband.

Indications to AI involving donated sperm:

For the husband:

- infertility;

- ejaculatory & sexual disorders;

- unfavorable medico-genetic prognosis;

For the woman:

- absence of sexual partner.

Indications to AI involving the husband’s sperm 

For the husband:

- sperm subfertility;

- ejaculatory & sexual disorders

For the woman:

- sterility cervical factor;

- vaginism.

Contraindications for AI 

For the woman:

- somatic and mental diseases when pregnancy is contraindicated;

- uterine malformations or pathologies precluding child bearing;

- tumors or tumor-like structures in the ovary;

- malignant neophytes, wherever located;

- acute inflammatory diseases, wherever located.

Medical examinations for both spouses before AI are the same as before IVF.

AI methods

Patients should always decide themselves whether sperm to be used should be taken from the husband or from a donor, their decision based on the attending doctor’s advice, his recommendations are based on qualitative and quantitative characteristics of the ejaculate.

AI can be used within the natural cycle or by stimulated superovulation.

The sperm should be injected within the periovulation period.

Native (preliminarily prepared or cryopreserved) sperm taken from the patient’s husband or cryopreserved sperm taken from a donor can be used for AI. Specific number of AI attempts is precised by the doctor.

The following complications are possible in case of AI:

- allergic responses associated with administration of drugs required to stimulate ovulation;

- shock-like response against sperm put into the uterine cavity;

- ovarian hyperstimulation syndrome;

- acute inflammation or exacerbation of chronic genital diseases in female patients;

- multiple pregnancy and/or ectopic pregnancy.
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