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AIMSOF THE STUDY

To evaluate the effectiveness of advanced forms of assisted reproduction technology (ART), in men
with SCI suffering infertility, with particular reference to intracytoplasmic sperm injection (ICSl), and

compare it with previously published results using simpler methods.

To evaluate the use of in vitro fertilization (IVF) /ICSI in men with angjaculatory infertility after

RPLND for TC.

To investigate if spermatogenesis in men with meningomyelocele (MMC) is sufficient for ART

To investigate if risks of autonomic dysreflexia and other complications during electrogjaculation

(EEJ) in general anaesthesia (GA) are justifiable with regard to the purpose of the treatment.
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ABBREVIATIONS

AC Alternating Current

AD Autonomic Dysreflexia

AID Artificial Insemination with Donor sperm

ART Assisted Reproduction Technology

ASIA American Spinal Injury Association

AVM Arterio Venous Maformation

COH Controlled Ovarian Hyperstimulation

DC Direct Current

ED Ejaculatory Dysfunction

EEJ Electro Ejaculation

ET Embryo Transfer

FER Frozen thawed Embryo Replacement

FR Fertility Rate

FSH Follicle Stimulating Hormone

GA Genera Anaesthesia

GIFT Gamete Intra Fallopian Transfer

Gn Gonadotropin

GnRHa Gonadotropin Releasing Hormone agonist

hCG human Chorionic Gonadotropin

HLA Human Leucocyte Antigen

HPG Hypothal amic-Pituitary-Gonadal axis

ICSI Intra Cytoplasmic Sperm Injection

Ul Intra Uterine Insemination

IVF In Vitro Fertilization

LH Luteinising Hormone

MMC Myelo Meningo Cele

NSGCT Non Seminomatous Germ Cell Tumor

OPU Ooacyte Pick-Up

PvVC Poly Vinyl Chloride

PVS Penile Vibratory Stimulation

RPLND Retro-Peritoneal Lymph Node Dissection

SCl Spinal Cord Injury

TC Testicular Cancer

TESA Testicular Sperm Aspiration (by the percutaneous
route)

TESE Testicular Sperm Extraction (from open biopsy
material)

WHO ICIDH WHO International Classification of Impairments,
Disabilities and Handicap

ZIFT Zygote Intra Fallopian Transfer
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1. INTRODUCTION

Until just after World War 11, SCI usually was arapidly lethal condition (Guttmann, 1976). Up until that
time, rehabilitative aspects of SCI was therefore not an issue. Sir Ludwig Guttmann, the undisputed
mentor of modern SCI treatment, introduced a new treatment paradigm, that led to adramatic
improvement of the prognosis quo ad vitam. With patients surviving, issues pertaining to physical and
psycho-social readjustment came into focus. Thus, during the last five decades, emphasis has shifted from

mere life-supporting measures to enhancement of quality of life.

Testicular cancer (TC), was likewise alethal condition until the late seventies (Klein and Kay, 1993).
With this perspective in mind, problems like infertility were not on the agenda. With modern
comprehensive medical and surgical care, life expectancy in this group has improved dramatically. Today
over 90% of men with TC have an expected life span that approaches that of the normal population
(Donchue et a, 1990; Presti et al, 1993).

The urge to become a father and to secure the family succession is one of the most basic instinctsin every
species, man included. It is therefore not surprising that one of the major concerns for men suffering
trauma or disease isimpairment of the reproductive function (Gray, 1993).

For decades, sterility was afate that most men surviving SCI had to accept (Bodner, 1993) as was the case
for men surviving TC/RPLND (Klein and Kay, 1993). Limited attention was given to this problem and
patients were often told not to have any expectations (Bedbrook, 1981). With the recent availability of
effective assisted reproduction technology (ART), it should now be mandatory to include afertility
service in the rehabilitation program.

According to the WHO classification (WHO International Classification of Impairments, Disabilities and

Handicaps, 1980) it is clearly stated that " the impairment concept refers to any loss or abnormality at the
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organ level. It includes both temporary and permanent defects, anomalies and dysfunction”. Disability is
defined as "arestriction of an individual’ s ability in terms of functional performance and activity as a
result from the impairment, e. g. eating and dressing, or intercourse and parenthood. Handicap, then, is
concerned with a disadvantage experienced by the individual, resulting from an impairment or a
disability. Thusit reflects an interaction with and adaptation to the individual surroundings’. Disturbed
sexual function will have an impact on all three levels, although to a varying extent, depending on age,

extent of injury, personality and life-style of the affected individual.

Every year alarge number of active young persons suffer SCI around the world. The incidence of SCI
ranges from 9 per million and year in Sweden (Swedish National Board of Health and Welfare, 1995) to
100 per million and year in Thailand (Meinecke, 1990). The magjority of SCI patients are men, most

reports quote 80-85% (Lee et a, 1991).

In the rehabilitation process treating SCI men, everyone agree on the fact that sex and fertility are
important (Comarr, 1970). It should be as natural for anewly injured patient to receive full and adequate
information regarding these problems, as practising dressing, car driving or tooth brushing. Sadly, thisis

till not the case (Nordqvist, 1988).

The rehabilitation process aims towards enabling a person with a disability to recover physically, socialy,
mentally and economically. A successful rehabilitation implies that the work conducted together with the
team reduces handicap and social limitations so that the person achieves maximum quality of life.

Knowledge of aperson’sfertility statusis vital in this process (personal experience).
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1.1 Sex and fertility

Masters and Johnson (1988) describes three rationales for having sex: Procreationa, i.e. for having
children; recreational, i.e. for having fun with no other goal; and relational, i.e. for sharing with a cared-
for person. Thisthesis deals primarily with sexuality in the procreational context. However, since sex and
fertility are firmly linked together, it becomes important to sort out some aspects of sex for this category
of patients.

Sexuality means different things to different people. It can include love, arousal and away to avoid
loneliness. It involves positive feelings most of the time, but may also cause alot of frustration. Sexuality
is an important component in the life of most human beings. If a person does not experience physical
sexuality him/herself regularly, he/she nevertheless thinks of sex and has sex fantasies as a natural part of
daily living (Kaplan, 1974). Disabled personsin genera have the same urge for sex as able-bodied
individuals. Most men with SCI suffer sexual dysfunction, mainly as erectile dysfunction (Jequier, 1986).
The impact will thus not be restricted to procreational difficulties, but will also influence the other aspects

of sexuality.

As a conseguence of the female emancipation and more equal marriages, in combination with
contraceptives, women have more opportunities to live out their sexuality. The traditional concept of the
sexually active man and the sexually passive woman is changing and this has improved the situation for
disabled men in regard to sexual experiences. Thus, it iseasier for a paralysed man to accept aless
dominant role in a sexual relationship. A successful adaptation process is characterised by such are-
orientation, whereas failure to adapt |eads to constant frustration or passive acceptance with maladaptive

psychological defence mechanisms. Thisis often noticed by the chronically ill becoming regressively
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dependent on others, particularly the partner. He can become depressed and passive with low self-

confidence and he a so feels stigmatised (Fugl-Meyer and Fugl-Meyer, 1994).

1.2 Sexual dysfunction after spinal cord injury

Most men with a SCI suffer from sexual dysfunction, mainly due to erectile and gjaculatory dysfunction.
The Stockholm Spinal Cord Injury Study shows that 30% of the male patients had not had intercourse
after the injury (Levi 1996).
Penile erection is dependent largely upon the sacral parasympathetic nerves, whereas emission of semen
is relayed through the sympathetic nerves (Andersson and Wagner, 1995). In spinal shock, in the acute
stage after SCI, erectile and gaculatory function are usually absent. After spinal shock has subsided, these
men may experience different types of erections, depending on the type and level of injury:

Reflex erection is an erectile response after mechanical stimulation and is only present if thereis an

upper motor neuron lesion.

Psychogenic erection can be achieved in about 25% of the lower motor neuron lesions (Smith and

Bodner, 1993) and usually no reflex erection is obtained in this group of patients.

It should be realised that neither of these erections are as long-lasting as those in men without neurogenic
sexual dysfunction and may subside prematurely. This implies that the erection usually declines after a

short time during intercourse and therefore needs support.

1.3 Sexual dysfunction after testicular cancer

TC isthe most frequent type of cancer affecting men between the age of 20 and 40 years of age. Since the

early 1970’ s there has been an annual increase in incidence in TC of 2.8% in Sweden.
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TC has an incidence of about 1% of all neoplastic diseases affecting men in Sweden. The present age-
adjusted incidence of TC in Sweden is 44 new cases per million men and year (National Board of Health
and Welfare, 1996). In the age interval 15-40 years TC is the most common malignant tumour (Klein and
Kay, 1993). Sexual dysfunction after treatment including retroperitoneal lymph node dissection (RPLND)
occurs in about half of the cases (van Basten et a, 1997). It is more common with g aculatory than
erectile dysfunction after RPLND. If the T10 and L1 sympathetic nerves, or the S2/S4 parasympathetic
pathways and the somatic afferent nerves have been affected by the surgery, the sexual capability is

impaired (Klein and Kay, 1993).

1.4 Erectile dysfunction

Erectile dysfunction in men with SCI and TC with RPLND both belong to the group of neurogenic sexua
dysfunction. As arule treatment can be initiated without prior diagnostic intervention, i.e. psychosocial

factors, male sex hormones and penile acceleration ratio do not need to be explored routinely.

The basic way to deal with erectile dysfunction isto find a way to support the reflexogenic erection. The
least invasive and simplest approach isto use a broad rubber band or a pubic ring which should be placed
at the base of the penis. If the penisis erect when trying to apply the pubic ring, thereis arisk that the
manipulation leads to aloss of the erection. Thereforeit is better if the pubic ring is mounted onto a tube

or avacuum pump before being applied onto the base of the penis (Biering-Sorensen and Sonksen, 1992).

The vacuum pump is a device that evacuates the air from inside arigid sheath around the penis. After

application of some degree of vacuum, the rigidity of the penis becomes sufficient and the pubic ring can

be transferred from the sheath of the pump to the penis. In many cases this makes the erection last long

10



assisted reproduction technology in men with gaculatory dysfunction with specia reference to

spinal cord injury. Doctoral thesis, Karolinska Institute 1998. Claes Hultlin, Spinalis

enough in order to perform coitus. The tension of the rubber band or the pubic ring should be adjusted
according to the diameter of the penis shaft. This technique often causes the penisto change colour to
pale and it becomes cold. A disadvantage of this technique is that the base of the corpora cavernosais not
encompassed by the treatment, which leads to a very unstable penis. This should be considered during the

sexua act.

I ntra-cavernous pharmacotherapy has become very popular during the last ten years (Ducharme and Gill,
1997). The drug is injected into the corpora cavernosa at the middle of the penis shaft. Papaverine has
been used for several yearsin astandard dose of 40 mg/injection. Today, prostaglandin E1 (Caverject®,
Pharmacia Upjohn, Uppsala, Sweden) used in doses of 10-20 ng, has become the drug of choice for intra-
cavernous pharmacotherapy. It is aso considered less noxious to the tissue than papaverine (Olsson,

1994).

Priapism isavery rare side effect in SCI patients. Nevertheless, it isimportant to inform the patient that if
the erection lasts for more than about 8 hours he should seek treatment. The antidote is efedrin and 25-50
mg should be injected into the corpora cavernosa. If that is not sufficient the physician has to evacuate

blood from the corpora cavernosa, usualy using aregular syringe needle.

A new orally administred vasodilator drug for treatment of erectile dysfunction is sildenafil (Viagra®,
Pfizer, London, England), which is a selective inhibitor of phosphodiesterase type 5. It has been tested for
SCI men in alarge, double-blind, randomised, placebo-controlled multi-center study during 1996 and

1997 and proven effective and safe (Dinsmore et al, 1997).

11
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For afew patients the above-mentioned techniques are not sufficient, and if they want a good enough

erection for penetration, they need to have penile implant.

12
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1.5 Ejaculatory dysfunction

The gaculatory reflex per seisacomplex event that can be inhibited or facilitated by local or central
pathways (Bannister and Matthias, 1992). It should be understood that there is a difference between
seminal emission and ejaculation. Seminal emission refers to the deposition of semen from the prostate,
seminal vesicles, and distal vas deferens into the posterior urethra. This event precedes gjaculation.
Ejaculation is the anterograde propulsion of semen through the penile meatus (Kvist, 1994). The efferent
neural pathways arise from the spinal levels T10 to L2 and travel through the sympathetic chain ganglia,
the hypogastric plexus anterior to the aorta and the pelvis to the prostate, vas deferens and seminal
vesicles. It involves somatic efferent nerves through S2-S4 via nervus pudendus and autonomic nerves
T12-L2 vianervus hypogastricus. The afferent sensory nerves are the dorsal nerves of the penis. In an
able-bodied man the gjaculatory reflex isinitiated by sensory stimulation of the penis and by cerebral
erotic input. At the time of emission, other sympathetic fibers tighten the internal urinary bladder

sphincter. This normally prevents retrograde gjaculation. (Kvist, 1994).

The process of gjaculation is separate from that of erection and from what is referred to as orgasm. These
events usually occur within close proximity, but they are physiologically independent. Because of the fact
that they usually occur together as a summation of sexual stimulation, they can enhance each other

psychodynamically.

The intricate neurology of gjaculation can be disturbed by many factors, e.g. central or peripheral nerve

damage, hormonal disorders, various drugs, psychopathological states et cetera. The men with traumatic

SCI in this study, suffered gjaculatory dysfunction due to central or periphera nerve damage, or a

13
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combination of both. The men with MM C usually suffered gjaculatory dysfunction due to periphera (i.e.

lower motor neuron) lesions, as did the TC/RPLND men.

Guttmann demonstrated in 1946 that intrathecal injection of prostigmin in doses of 0,25-0,30 mg was
sufficient to elicit erection and gjaculation in traumatic para- and tetraplegics (Guttmann, 1949). In 1953
and 1960 he published the results of 134 patients injected this way, with lesion levels from C5 to S4. The
results were by large good and most patients received erection as well as emission. In February of 1948,
however, Guttmann lost one tetraplegic patient after an epileptic fit. The underlying cause was a cerebral
haemorrhage. (Guttmann, 1976). This indicated that the method was rather risky. Because of this mishap,

intrathecal prostigmin became less utilized and the infertility problem fell into oblivion.

Veterinary medicine has used electrical stimulation to achieve gjaculation since the 1930s (Nichols and
Edgar, 1964). After World War |1, such electrical stimulation was tried out on tetraplegic men and a
pregnancy resulting from artificial insemination with sperm from such an ejaculate was reported for the

first timein 1975. (Thomas et a, 1975)

The simplest way to achieve an gjaculate from a SCI man with an injury above T 10 isto use avibrator. It
is a successful method in the majority of patients (Sonksen et al, 1994). Sobrero described this for the first

timein 1965 (Sobrero et a, 1965).

The French neurologist Francois performed 160 electrogjaculation (EEJ) procedures, resulting in 63
gjaculates and also in the first child born after AIH (Artificial Insemination Husband) with sperm
achieved through this technique (Francois, 1978). Brindley applied a modified EEJ technique to 84

patients, which resulted in anterograde and retrograde gjaculates in 50 subjects (Brindley, 1980). He adso

14
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reported one pregnancy (Brindley, 1980). The EEJ techniques used by Francois and Brindley acted
through direct current (DC), i .e. there was two anodes and one cathode that were mounted on either a set
of rubber gloves or aplastic probe. The DC technique of Brindley differs from the alternating current
(AC) technique developed by Seager in that the DC technigque primarily stimulates sympathetic
preganglionic fibers and the AC aso stimulates the unmyelinated postganglionic fibers. In angjacul atory
TC patients the technique ad modum Brindley is not effective, whereas the Seager techniqueis. Thisis
because, after RPLND, the unmyelinated postganglionic fibers are still functioning (Brindley, 1981A).
The Seager equipment, (Dalzell, USA, Medical Systems, Dungannon, N. Irland) is thus more effective

and, furthermore, needs less operator skill (Halstead et al, 1987).

1.6 Infertility

In agenera population, 10-15% of al couples will experience primary or secondary infertility some time
during their reproductive life (Healy et al, 1994).

For most couples, having children is an essential part of the fulfillment of marriage. Indeed, the
psychological reactions to the diagnosis of infertility are as severe as those to very severe life events
(Andrews et al, 1992). Also, in many countries, childlessness has severe social and economical
conseguences. Male factors are estimated to be responsible for some 30% of cases of infertility, and
contributory in another 20%. (Jequier, 1986; Howard, 1995). In SCI and TC men, neurogenic erectile and
gjaculatory dysfunctions are the main causes of infertility, with impaired sperm function as a contributory

factor.

In Sweden, more than 100 000 couples are involuntarily childless (Hogberg, 1992). This type of disability
is not socially acknowledged and it is difficult to share the experience with family and friends. Many

couples deny their infertility and refrain from seeking treatment (Templeton et al, 1990). It reflects some

15
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of the most intimate partsin arelationship and puts a strain on the couple’'s sexual life. The bedroom
becomes a place where performance according to the calendar becomes the key-element instead of the
caring and loving atmosphere and spontaneity that most couples are striving for.

When treating infertile couples, it isimportant to acknowledge the psychosocial aspects. Also, it is
adamant to treat the man and the woman as a functional unit and not as two separate individuals. A
holistic approach isimportant in order to help the couple.

It is necessary that the couple receives full information about the investigations and the treatment. Both
medical and psychological consequences should be discussed. Thisinformation should be conveyed

orally at the first meeting and be supplemented with adequate written information.

Infertility in SCI men has a multifactional background. As has been pointed out, SCI commonly leads to
both erectile and gjaculatory dysfunction, something which naturally impairs the ability to impregnate the

woman through coitus. Additionally, sperm quality is usually affected.

The semen obtained by assisted gjaculation is characterised by high sperm counts but low sperm motility
(Sonksen et al, 1996). However, the total motile count is most often above normal lower limits (20x10°)
(WHO, 1992). The validity of the WHO standard protocol for semen evaluation has been questioned
(Helmerhorst et al, 1995; Ombelet et a, 1997). The sperm morphology is usually within the normal range
(Denil et al, 1992; Chung et a, 1995). Etiologies for impaired sperm quality is yet to be determined.
Several explanations for the affected semen quality have been proposed, such as recurrent UTI (Wolff et
a, 1990), testicular hyperthermia, pro and con (Brindley, 1982; Brackett et a, 1994B), urinary
contamination in cases of retrograde gjaculation (Hirch et a, 1992), long-term indwelling urethra
catheters, stasis of seminal fluid (Ohl et al, 1992), changes in the hypothalamic-pituitary-testicular axis

(Brackett et a, 1994) and changes in the biochemical constituents of gjaculates after EEJ (Hirsch et al,

16
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1991). Although the sperm quality generally does not correlate with level or completeness of injury, our
experience is that azoospermia seems to be related to lesions engaging the T10 - T12 segment. Chapelle
reports on T12-L.2 being important neurological levels for normal trophic effects on testes (Chapelle et al,
1993). Thus, in the patient material at Spinalis, three out of four men with injury at T10 were azoospermic
and the fourth had atotal count of 7x10° sperm. This raises further questions about the role of the nervous

system in the regulation of the spermatogenesis.

Infertility after TC/RPLND is likewise commonly due to multiple causes. Ejaculatory dysfunction
precludes conception by intercourse. Additionally, most men with TC and treated with chemotherapy
becomes azoospermatic two months after starting the treatment (Pont and Albrecht, 1997). The
spermatogenesis may not recover until two years after chemotherapy (Padron et al, 1997). It is important
that these men receive full information regarding the possibility of cryopreservation prior to surgery and
chemotherapy, since there is no difference in post-thaw quality in sperms from men with TC compared

with that of normal fertile men (Agarwal et al, 1995).

17
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2. PATIENTS

2.1 Papersl and |11

All SCI patientstreated for infertility have been recruited through the Spinalis SCI Unit at the Karolinska
Hospital. Out of the 67 couples who approached Spinalis for infertility counselling, 31 were from the
greater Stockholm area. The remaining 36 were from other parts of Sweden and from other countries.
Twenty-five SCI men, reported in Paper |11, had a median age of 34 years (range 25 - 51). They
represented a neurologically heterogeneous group with SCI levels from C2 to L3. Completeinjuries, i.e.
ASIA Impairment Scale Grade A, dominated the group (18 of 25). The time since injury varied from three

to 33 years. ASIA Motor Index Score (Ditunno et a 1994) ranged from 13 to 98.

The women were 21 to 38 (median age 31) years of age. Eighteen women were O-gravidae and seven
were gravidae |-11. Four women had children from previous relationships and one in the present
relationship. Three women had undergone surgery for benign ovarian cysts and two women had
polycystic ovaries. One of the women had been operated on for tubal adhesions and one woman suffered

from multiple sclerosis.

2.3 Paper |1

Ten men, median age 34 years (range 28 - 40), were treated for infertility with EEJ during GA and with
IVF. All men had been treated for non-seminomatous germ cell tumours (NSGCT), and had undergone
RPLND. The mean interval from orchidectomy was 10 years (5 - 14 years). Eight of the men had received

chemotherapy due to positive lymph node relapse. Two of the men had proven fertility before their cancer

18



assisted reproduction technology in men with gaculatory dysfunction with specia reference to

spinal cord injury. Doctoral thesis, Karolinska Institute 1998. Claes Hultlin, Spinalis

treatment of which one in his present relationship. Serum follicle stimulating hormone (FSH)

concentrations were normal in those examined (range 5 - 11 U/, n=6).

The ten women had a median age of 30 years (range 26 - 38) and all had regular menstruation periods.
The findings on aroutine gynaecological examination and pelvic ultrasonography were normal. Eight
women were O-gravidae and two were gravidae I-11. One women had a child in a present relationship and

one women had been treated for salpingitis.

The patients were referred to the unit through the Department of Urology at Huddinge University Hospital

and South Hospital in Stockholm.

2.4 Paper 1V

All MMC men included in Paper 1V had visited the Spinalis Outpatient Unit for an annual examination.
Out of the 43 men visiting the unit between 1994 and 1996, nine expressed desire to have their semen
analysed with the perspective of procreationa capacity. These nine MMC men had alesion level between
T12 and L4, and ASIA score A to D. The median age was 27 years (range 22 - 39 years). All men were
living in the greater Stockholm area. Their neurological lesion levels were established by clinical
assessment of sensorimotor function according to ASIA standards. Five of the MM C men were confined

to wheelchair and four could walk with the help of crutches or awalking stick.

2.5 Paper V

19
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Forty-five men underwent EEJ under GA at our unit from January 1991 till September 1997. Thirty of
these were SCI men who needed anaesthesiain order to perform EEJ. The remaining 15 were
angjaculatory due to TC with RPLND. The median age in the SCI group was 34 years (range 25-51) and
in the TC group 35 years (range 28-40). The SCI group included 22 patients who had sustained SCI
through trauma, seven congenital and one nontraumatic acquired lesion due to arterio-venous
malformation (AVM). The ASIA Scorein the SCI group ranged from A to D, and level of lesion from C4

to L3. Motor index varied from 13 to 98.

The TC group had a median age of 35 years (range 28 - 40). Fourteen had been treated for non-
seminomatous germ cell tumors and one for seminoma. All had undergone RPLND and all but one had
undergone orchidectomy and received chemotherapy. The histopathology of the primary tumoursin the

testicle varied, the most common being embryonal cell carcinoma and mixed germ cell cancer.

3. METHODS

3.1 Semenretrieval

3.1.1 Penilevibratory stimulation (PVS)

PV S aimsto stimulate afferent fibres from the penis to the spinal cord and have the impulses relayed via
reflex arcs to the efferent fibres controlling the gjaculatory mechanism (Sobrero et al, 1965). It wasfirst
performed in SCI men by Comar in 1970 (Comar, 1970). SCI men with alesion level at T10 and below
usually do not gjaculate with PV S. Thisis due to damage to nerve roots and sympathetic nuclei that

control the gjaculatory reflex (Nehra et al, 1996). A large variety of vibrators have been used throughout

20



assisted reproduction technology in men with gaculatory dysfunction with specia reference to

spinal cord injury. Doctoral thesis, Karolinska Institute 1998. Claes Hultlin, Spinalis

theworld (Brindley, 1981A). A home unit from Ferti Care (Multicept A/S, Rungsted, Denmark), has the
advantage of adjustable amplitude and frequency (Sonksen et al, 1994), (Fig. 1). Good results are usually
obtained with an amplitude of about 2.5 mm and a frequency of about 100 Hz. However, experience
proves that any vibrator with enough impact usually serves the purpose well. Thus, as an example, one
child in Sweden was born after home insemination where the man ejaculated after using an oscillating

sanding machine (Black & Decker).

By narrowing the excitatory gap, physostigmin can be employed as an adjuvant to PV S (Chapelle, 1983).
First, 10 mg of metoclopramide (Primperan®, Tika, Lund, Sweden) isinjected subcutaneously to counter
some of the side-effects of physostigmin. Metoclopramide does not interact with the effect of
physostigmin if injected 20 minutes beforehand. The physostigmin should be administred according to
the weight of the patient, in a dose of 1-2 mg, 15 minutes prior to using the vibrator (Chapelle, 1983). If
bradycardia occurs, 0,25 mg of atropin can be injected intravenously during the procedure. A significant
proportion of patients who do not g aculate with PV S aone, manages to produce semen after this

procedure (see Fig. 3, page 95).

A previously undescribed way to extract semen, which may be useful in men with partially preserved
innervation in the sacral dermatomes, is to expose the lower extremitiesto cold water. It was a
serendipitous finding that some men with SCI experienced emission of semen when they were showering
cold water on the lower parts of the legs and feet. One man reported that he gjaculated promptly when he
put hisfoot into a bucket of ice-cold water. This patient has managed to become a father twice with

semen retrieved by this ”ice-cold-water-bucket-technique”.

3.1.2 Electrogjaculation (EEJ)
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If PV S with physostigmin does not elicit gjaculation, EEJ was then performed (Brindley, 1981B). We
used a Seager Model 14 Electrogjaculator (Fig. 2), (Dalzell USA Medical systems, Dungannon, N.
Irland). The gaculator delivers AC voltage in afashion controlled by the operator, the current being
determined by tissue resistance. The probe is equipped with a temperature sensor and a buzzer alerts the

operator if the temperature exceeds a set limit (Halsted et al, 1987).

After the patient has been placed on the examination table, the bladder is emptied through sterile
catheterisation. When performing sterile catheterisation prior to the procedure, it isimportant that the
lubricant is non-toxic. In our experience glycerol seemsto be one suitable alternative. The lubricant that is
present on commercially pre-lubricated catheters may be toxic to sperm, and if the patient is on
intermittent catheterisation, he should be asked to use glycerol as a lubricant the day prior to the
procedure. In order to maintain viability of sperm in the retrograde gjaculate, the urinary bladder is
washed before stimulation, and 20-75 ml of fresh HEPES buffered balanced salt solution, supplemented

with abumin, isinstilled in the bladder.

A digital rectal examination is done, followed by proctoscopy, to make sure that the rectal mucosais
intact.

The probes are available in different sizes and with different arrangements of the electrodes. We have
found a probe with three perpendicular electrodes to be the most effective. When introducing the probe
into the rectum, the electrodes should be directed anteriorly. After the probe has been positioned
correctly, the stimulations starts by increasing the voltage, from 2 volts up to 5 volts, and lowering it again
in awavelike pattern. If no emission occurs, the voltage is increased in increments of 3 volts for each

stimulation up to a maximum of 35 volts or until gjaculation occurs. When it is clear that the patient has
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no more fluid coming out of the urethra, the procedure will stop. It is followed by proctoscopy to ensure

that no damage has been incurred to the rectal mucosa.

The procedure usually requires three personsin addition to the anesthesiologist. One monitoring the blood
pressure and other vital parameters, one performing the EEJ and a collector sitting opposite the person
performing the EEJ. It is important that these last two persons have good eye contact during the event.
The assistant has to direct the semen into the sterile specimen container and also to milk the bulbous
urethra. The milking isimportant as emission is not accompanied by forceful projectile gjaculation. When
no anterograde ejaculation occurs, one can expect a retrograde ejaculation, provided the patient achieved
agood erection during the procedure.

After the stimulation, catheterisation of the bladder is done and the bladder is flushed with the same
solution as above. If the person is not habitually using intermittent catheterisation he should take oral
antibiotics for three days, to avoid the risk of urinary tract infection.

The semen in its various fractions, anterograde and retrograde, is then taken to the laboratory for further

analysis and preparation.

3.1.3 Anaesthesia

If the patient has to be treated under general anaesthesia, the anesthesiologist should be aware of the risk
of eliciting autonomic dysreflexia (AD) (Rocco, 1959). The anaesthesia is induced with propofol
(Diprivan®, Zeneca, Cheshire, UK) 1.5-2mg x kg™ (BW), and in some cases supplemented with alfentanil
(Rapifen®; Janssen-Cilag, Beerse, Belgium) 0.5-1 mg. Thisis done with the patient lying on his back. The
anaesthesia is maintained with propofol 0.1-0.2 mg x kg * x min ™. Ventilation is carried out by assisted
mask ventilation, except if the patient is obese or if there are other contraindications for keeping the

patient on mask ventilation. After induction of anaesthesia the patient is turned on his side.
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3.1.4 Testicular biopsy

The absence of live sperm in the gjaculate can be explained by either an occlusion of the genital tracts, by
necrozoospermia or by hypospermatogenesis. If retrieval of live sperm fails with EEJ, the alternative isto
try to retrieve sperm either from the epididymis or from the testis (Watkins et al, 1996). Tissue can be
obtained either by open procedures such as Testicular Sperm Extraction (TESE) or by percutaneous

aspiration Testicular Sperm Aspiration (TESA) (Craft et al, 1997), the latter presumably less traumatic.

3.1.5 Autonomic dysr eflexia

AD isaparoxysmal medical condition in patients with lesions at, or rostral to, the T6 spina cord segment
(Bannister and Mathias, 1992). It is aresult of increased vasopressor responses to stimuli below the level
of lesion (Head and Riddoch, 1917, Johnson et a, 1975). Both PV S and EEJ can cause severe AD. These
patients have no supraspinal control of sympathetic autonomic neural outflow to the large splanchnic
circulatory bed and to the heart, something which is of mgjor importance for blood pressure homeostasis.
Symptoms include pounding headache, profuse sweating above injury level, goose bumps, pupillary
dilatation, nasal congestion, skin blotching and slow pulse. The headache is usually in the occipital or
frontal region. AD can aso lead to cardiac dysrhythmias (Kurmick, 1956). Below the lesion the patient

will get cold peripheries and piloerection.

Several days after the occurrence of AD thereis asustained increased sensitivity to stimuli that can cause
thisreaction, e. g. afull bladder. The patient is therefore instructed to catheterise the bladder more
frequently for some days, and patients emptying the bladder by tapping should use intermittent

catheterisation instead during this period. The first time the syndrome of AD occurs for atetra- or
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paraplegic person it is a scary experience. It isimportant that medical professionals know about this
syndrome to avoid inappropriate treatment. AD has been treated primarily with a calcium ion channel
blocker, nifedipine, (Adalat®, Bayer, Gothenburg, Sweden) which has proven very effective (Steinberger
et a, 1990). It could be used prophylactically against AD prior to PVS or EEJ, but, since nifedipine has a
negative effect on sperm fertilising ability (Hershlag et a, 1995), it is not used extensively in our unit for

this purpose.

3.2 Treatment of infertility

3.2.1 Infertility work-up

A proper diagnosisis a prerequisite for effective treatment of infertility (Linsenmeyer and Perkash, 1991).
Itiscrucial, however, that the diagnostic effort is not overdone. It is the responsibility of the physician to
decide what the optimum diagnostic intervention encompasses in order to embark onto ART. The
infertility work-up starts at the spinal outpatient unit, where the medical history of the coupleis recorded
and blood samples are retrieved for determination of FSH aswell as HIV and hepatitis serology.

Orchidometry is also performed at this visit.

3.2.1.1 Thefemale

The female partner in the couple seeking help for infertility isinterviewed and undergoes a routine
gynaecological examination, including vaginal ultrasound. Further diagnostic measures are considered

unnecessary if no suspicion of pathology emerges from the previous steps.
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3.2.1.2 Themale

If the patient has a spinal injury rostral to T10, PVSistried first. The partner may be present during the
procedure. The vibrator is applied to the glans penis and stimulation lasts for approximately three
minutes. If gjaculation has not occurred after ten such attempts, the procedure is discontinued and the
patient will be asked to come back for a second visit.

At the second visit vibratory stimulation is tried again, now in combination with metoclopramid and
physostigmin. Because physostigmin causes vegetative symptoms, such as nausea, with ensuing risk of
vomiting and aspiration, patients are asked to be fasting.

Finally, if this does not work and GA is not required, EEJis performed at the outpatient unit. If the patient
has residual sensibility in the perineal area, GA is needed for EEJ, and the procedureis carried out at the
Department of Obstetrics and Gynaecology at Huddinge University Hospital. If no sperm are retrieved
with these techniques, the patients are offered an open testicular biopsy, testicular sperm extraction

(TESE) or testicular sperm aspiration (TESA) as alast means of diagnostic intervention.
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3.2.2 Home insemination

If the femaleis under 30 years of age and if the couple has no history of reproductive problems besides
those related to the husband' s nerve injury, they are encouraged to try to conceive at home. Thisis
preferable from the point of view of quality of lifein that it maintains the integrity of the couple. As
mentioned below, 65 SCI men out of our patient stock of 483 men, have managed to father children after
an injury that occurred up to three decades previously. Some after infertility counselling and by less

sophisticated techniques. Others due to incomplete lesions and preserved procreative capacity.

Detailed information regarding how to conduct a home-insemination is conveyed to the couple. The
woman is asked to watch for physiological signs, e. g. spinnbarkeit of the cervical mucus, that indicates
proximity to ovulation, which is the optimal time for insemination. This could a so be assessed by
measuring LH in the urine. When ovulation is imminent, the man should produce an gjaculate, using
whatever means available. The semen should be collected in a small container not previously washed in a
dishwasher, since the detergent for dishwashers usually contain substances toxic to sperm.

The semen is aspirated into a syringe and then introduced into the vagina with the tip in close proximity to
the portio, which is easily papated. Once in place, the syringe is emptied.

Another technique that has proven successful in some cases is a combination of avibrator and coitus. The
vibrator is applied onto the glans penis as described above. The normal physiologica pattern is that the
penis will get erect about thirty seconds before gjaculation occurs. The vibratory stimulation is done with
the man lying on his back. When he feels that gjaculation isimminent, the woman can then mount on top
of the man, finishing the excitation by coital stimulation. The man will then gjaculate into her and
hopefully conception can occur as during normal coitus. Among our patients, at least three have managed

to conceive this way over the last eight years. The true number may be higher.
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3.2.3Invitrofertilization and intracytoplasmic sperm injection

If the couple has tried home insemination for a year without success, they are offered more advanced
forms of ART. The use of [UI in the treatment of male infertility is widely spread. Ul bypasses the
cervical mucus barrier and increases the fertility potential by depositing a high density of gametes at the
site of fertilization. However, if done in non-stimulated cycles the pregnancy rate in large materialsis only
3.1% (Ombelet et al, 1995). In order to obtain a modest increase in success rate for 1UI, the female work-
up hasto be similar asfor IVF and ICSI, (S6nksen et al, 1992) which makes the method much more
expensive and demanding, without coming near the effectiveness of IVF/ICSI (Table V1). Intra-uterine
insemination (1UI) was practised unsuccessfully in afew cases during 1990 at our unit with both PV S and

EEJ.

If the semen quality is very poor or if there are female infertility factors present, IVF with or without ICSI
is the method of choice. The availability of IVF, and later ICSI, dramatically improved the prospects for
men with SCI or TC to become fathers. It wasin July 1978 that Louise Brown, the first child concieved
with IVF, was born. Since then more than 100 000 children have followed. (Steptoe and Edwards, 1978).
IVF should be considered in all cases when other standard treatment techniques have failed, especially in

cases of severe male infertility, such asis the case with many TC patients (Ohl et al, 1991).

3.2.3.1 Ovarian stimulation

The patient coupleisinterviewed and thoroughly informed at the IVF unit before onset of treatment. After

securing the absence of contraindications to IVF/ICSI, such as progressive debilitating disease, ovarian
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failure or cognitive problems that may jeopardise compliance with treatment protocols, IVF/ICSI can then
be performed in a natural menstrual cycle, but much more effectively in cycles of controlled ovarian
hyperstimulation (COH). At Huddinge University Hospital, the standard protocol for COH requires
downregulation of the pituitary using analogues of gonadotropin releasing hormone (GnRHa). Preferably,
thisdrug isadministred by the nasal route and treatment is commenced either on cycle day 1 or 21 of the
menstrual cycle. In the former case, avaginal ultrasound scan is performed after three to four weeks of
medication and an endometrial thickness of 4 mm is considered a sign of ovarian quiescence. If GhRHa
treatment is initiated on cycle day 21, the patient is interviewed over the phone about the occurrence of
menstrual bleeding and signs of low estrogens after about three weeks of medication. Stimulation with
gonadotropins (Gn) starts as soon as ovarian quiescence is established and it is timed so that oocyte pick-
up (OPU) could be done in the beginning of the week. The drug is self-administered as subcutaneous
injections. In order to evaluate the effect of the Gns, ablood sample is collected and analysed for estradiol
on day 6 of stimulation. If the ovarian response is too strong, the dose is reduced, so as to avoid the risk of
ovarian hyperstimulation syndrome. If, on the other hand, the response is too weak, the dose may be
increased. Provided the ovarian response on day 6 was adequate, the patients come to the IVF unit on day
10-12 for pelvic ultrasound and for determination of serum estradiol. In order to induce final oocyte
maturation, human chorionic gonadotropin (hCG) is administered when there are several follicles >18

mm as estimated by ultrasound.

3.2.3.2 Oocyte Pick-Up

OPU is performed 37 hours after the hCG injection. The woman is anaesthetized with alfentanil and
midazolam (Dormicum®, Roche, Stockholm, Sweden) and she also receives local anaesthesia of the

fornix vaginae. If possible, the husband should be present as a support during the procedure, so the
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OPU/ET room should therefore be wheelchair accessible. The ovaries are accessed by the vaginal route
for follicle aspiration, using a vaginal ultrasound probe for guidance. Oocytes recovered from the
aspirates are washed in a balanced salt solution supplemented mainly with albumin and HEPES and
transferred to culture medium. Since even dlightly subphysiological temperatures cause adverse effectsin
oocytes and embryos (Almeida and Bolton, 1995) it is adamant that all media and containers are pre-

warmed and that all work surfaces are heated.

3.2.3.3 Sperm preparation

Assisted gjaculation or testicular biopsy is performed as described above. Recovered sperm are evaluated
by computer-assisted semen analysis (CASA) (Cell Soft, Cryo Resources, NY, USA) and sperm count
and motility are determined. Frequently, however, the gjaculates contain large amounts of debris and
cellular material (Denil et a, 1992; Engh et a, 1993), and CASA may not be feasible. In these cases, a
Makler counting chamber can be utilised instead. Depending on the nature of the sample, separation of
sperm and seminal plasmais usually accomplished in one of two ways; by self-migration of sperm or by
density gradient centrifugation. In the former case, washing medium (see above) is layered on top of
semen in test tubes and after incubation at 37° C for 30-60 minutes, part of the top layer, ideally
containing only motile sperm, is harvested. The sperm suspension is further washed by
centrifugation/dilution steps and, after CASA, finally diluted to the appropriate concentration. If the
proportion of matile sperm in the gjaculate is very low, density gradient centrifugation can be used for
sperm preparation. Semen is layered on top of atwo step density gradient of silane coated colloidal silica
particles, (PureSperm, Nidacon AB, Gothenburg, Sweden) in a balanced salt solution and centrifuged.
Following washing the sperm suspension is analysed by CASA and finally diluted to the appropriate

concentration.
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Biopsy material isfinely cut and shredded using scalpels. The tissue is transferred to a conical test tube
and allowed to sediment. The pelleted material is distributed among microdroplets under oil in a Petri
dish. The dishes are then incubated for several hours before being checked for presence of motile sperm.
In cases of severe hypospermatogenesis, the biopsy may be performed one or two days before the OPU in
order to let more motile sperm emerge from the structures (Edirisinghe et a 1996). Frozen thawed sperm
and testicular biopsy material can successfully be used for ICSI, thereby reducing the need for repeated

EEJ procedures or biopsies.

3.2.3.4 Fertilization, culture and embryo transfer

For standard 1VF, oocyte-cumulus complexes are distributed among droplets under oil in Petri dishes.
Twenty thousand prepared motile sperm are added to each droplet. ICS| was usually performed in cases
of low count, i.e. < 0.5-10° motile sperm after preparation, < 20% motility, 3 95% abnormal sperm, or,
when previously fertilization failure had occurred. For ICSl, the oocytes are denuded of their investment
cells by treatment with hyaluronidase. The denuded oocytes are inspected for presence of the first polar
body, indicating nuclear maturity, as well as signs of atresia. Mature oocytes are distributed among
droplets under oil arranged around a central droplet containing sperm in a highly viscous solution of
polyvinylpyrrolidon (PVP). In an inverted microscope with 200x magnification motile sperm are
identified. By the use of a precision-made capillary injection pipette controlled by micromanipulators, the

sperm are immobilised, picked up and finally injected into the oocyte.

The day after insemination for standard IVF or ICSI, the presence of two pronuclei, indicating normal

fertilization, is recorded. In the case of standard IVF, the eggs are moved to droplets of fresh medium. The

eggs are further cultured over night until the day of transfer. On that day, the two embryos that exhibit the
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most regular morphological features are selected for embryo transfer, whereas others of good morphology
are cryopreserved (Lasalle et al, 1985). For embryo transfer, the couple comes together to the IV F unit.
The woman should have afilled bladder to facilitate visualisation of the uterine cavity by ultrasound and
also to straighten the passage through the cervix, alowing a much smoother insertion of the transfer
catheter. No medication is given unless there are anatomical or other reasons to expect a painful
procedure. A transfer catheter is loaded with the embryos and then passed through the cervix. Afterwards,
the woman stays supine for about 15 minutes, during which time the couple receives instructions about

the luteal phase support aswell as about the pregnancy test.

4. RESULTS

4.1 Semen retrieval and analysis

Semen analyses were requested by 127 men [level of injury C2-L3, ASIA impairment grade A - E
(Ditunno et a, 1994), median age 27 (range 17 -53)] and subsequently performed. Azoospermia was seen
in 11 men. The results of semen analysesin 45 cases of SCI men, where CASA could be performed, are

shown in Table 1. (seeaso App 2).

Table . Results of semen analysisin gjaculates obtained by PV'S or EEJin men with acquired SCI. Numbers are

median (range). When more than one sperm sample was analysed, the average value was entered.

Number of patients: 45

Total sperm count x10° 130 (0-978)
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Sperm motility (% motile) 10 (1-88)

The results of the semen retrieval proceduresin 66 men of couples seeking infertility counselling are
shown in Figure 3. It appears that PV S, with or without physostigmin, was effective in two thirds of the
cases, corresponding to the proportion of men with lesions above T10. EEJ was required to obtain semen
from the remainder. Live sperm were found in 63/66 cases. Testicular biopsy in the three azoospermic

cases showed Sertolicell-only syndrome.

The criteriafor evaluating sperm morphology changed during the study period and an analysis of the

combined material is not feasible.

Ejaculates achieved through PV S or EEJ, especially the first time after along period of abstinence, varied
considerably both in the SCI and the TC groups. The first gjaculate often had a rusty or brownish colour,

which made CASA difficult to perform. In such cases, analysisin a Makler chamber was often performed.

4.2 ART in coupleswith SCI men

The agorithm for management of the infertile SCI man is shown in Fig 3, page 95.

About half of the men that requested semen analysis decided to have infertility counselling with their
partners (n=67). During the study period, eleven of the couples were divorced and the male partners have
not returned for counselling with another female partner, with one exception. Nine couples have had
biological children on their own after counselling. It is difficult to ascertain what techniques were actually
used in those cases and to estimate how many cycles were required to achieve these results and, asin all

pregnancies, paternity can only be verified by HLA testing, which was not indicated in these cases. Nine
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couples decided to cease efforts to have children without resorting to advanced ART. Among these, two
couples had children from before the injury or from previous relationships. Thirty-six couples choose to

embark on advanced ART. For asummary of the outcome, see Fig 3, (page 95).

4.3 Paper | and Paper |11 (IVF and ICSI in men with SCI)

Paper | concerns the feasibility of assisted g aculation in combination with IV F, which was the most
advanced form of ART available at our unit during the initial study period. The aim was to obtain an
indication of whether IVF would improve delivery rates over that which could be achieved with
insemination. Ten patient couples were treated and success was reached even in cases where only 200
000 sperm could be retrieved after preparation. However, as can be seen from Table |1, there were four
cases of total fertilization failure. During the second period from May 1994 to June 1996 when ICS
became available, all treatment cycles but one led to embryo transfer. In this cycle only one egg was

retrieved, fertilized by ICSI and cryopreserved.

Tablell. Clinical results from combining assisted ejaculation and IVF or ICSI in couples with SCI men. ICSI was

available from May 1994 onwards.

Study period No. of No. of No.of ETs  Clinical

cycles fertilization pregnancies
failures
Jan -92 - April -94 26 4 21 9 (35%)
May -94 - Jan -96 27 0 26 7 (26%)
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Paper 111 is an extension of the study of Paper | , and thusincludes all subjects from the latter paper. It
concerns the utility of ICSI in this patient group. It appears from Table Il that fertilization failure can be
avoided with ICSI and that treatment can be offered in cases unsuitable for IVF. The benefit of ICS| is
further demonstrated by comparison of sibling oocytes from seven patients that had been fertilized with
either IVF or ICSI. Oocytes from three patients failed to become fertilized with IVF, whereas all patients

had fertilized oocytes using ICSI (Table l11).
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Tablelll. Results of fertilization with IVF and ICSI

in sibling oocytes.

Case Fertilization Fertilization
with IVF with ICSl
1 12 13
2 5/6 6/6
3 or7 6/11
4 2/5 3/12
5 3/9 6/10
6 0/4 7/8
7 0/3 6/7

Average 11/36  (31%) 35/57 (61%)

Table IV shows the laboratory results from IVF/ICSI in the 53 treatment cycles. For IVF the average
fertilization rate was 46% per oocyte when only conventional 1VF was available. When ICSI was part of
the treatment, fertilization rate for ICSI was 57% and conventional |V F during this period dropped to 33%

(Table V).

Table V. Laboratory results from 53 treatment cycles combining assisted ejaculation and IVF or ICSI in couples

with SCI men. ICS| was available from May 1994 onwards.

Study period No. of No. of No. of Mean no. of
eggs fertilized cleared eggs  embryos
eggs transferred
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Jan-92- April -94 289 134 (46%) 116 (87%) 23
(IVF)

May -94-Jan96 92 30 (33%) 29 (97%) 2.0
(IVF)

May -94-Jan-96 182 106 (57%) 94 (89%) 2.1
(ICS))

4.4 Paper |l (IVF after TC)

From January 1993 to August 1994, ten couples with long-standing infertility due to anejaculation or
retrograde ejaculation after treatment for non-seminomatous germ-cell tumor (NSGCT) that all had
undergone RPLND were treated at our unit. All these men underwent diagnostic EEJ under GA. We
found spermatozoa in nine cases and the anteROgrade fraction was perpared for usein IVF. In three
cases, however, the sperm quality was so impaired that normal 1VF was considered impossible. The ten
men (median age 34 years, range 28-40) had all undergone unilateral orchidectomy and RPLND 5-14
years (median 10 years) earlier. Eight of them had received chemotherapy. All of these men reported

normal sexual arousal, erection and active sexual life but inability to g aculate during coitus.

Most men with TC in this study had ejaculatory disturbances as a result of nerve injuries after bilatera
RPLND. More recent approaches saves the superior hypogastric plexus and the sympathetic nerves
controlling g/aculation. If diagnostic RPLND is conducted it is carried out unilaterally. Some men with
retrograde gjaculation after RPLND can use a pha-sympathomimetic drugs such as imipramin and efedrin.
(Nijman et al, 1982). This can affect the gjaculation and restore the anterograde fraction. Some men in our

study tried efedrin without any success.
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Concerns have been raised regarding mutagenic effects in offsprings from matings with spermatozoa
obtained from men during or soon after treatment with chemotherapy. Animal studies have shown that
chemotherapy will induce a high rate of chromosome anomalies in meiotic and post-meiotic cells
(Meistrich, 1993). The relevance of this finding in humans has been discussed. However, thereis no
evidence of an elevated risk for genetic defects in offsprings of male patients treated with chemotherapy
(Babosa et al, 1994). There is arecommendation that spermatozoa are not obtained for this use until six

months after the last treatment (Meistrich, 1993).

Emission of semen was achieved by electrogjaculation in all ten men included in the study. In four men
azoospermiaor extremely severe oligozoospermiawas seen, most probably caused by chemotherapy.
The clinical results from the combined use of IVF and EEJin our study are summarised in Table V. A
very high implantation rate, 86%, was observed in this study. For details regarding laboratory data, see

Paper I1.

Table V. Clinica results from IVF using semen obtained by EEJ from six men with anejaculation after RPLND.

Number of IVF cycles 6
Number of fertilization failures 1
Number of embryo transfers 6*
Number of pregnancies 6**
Number of deliveries 5

* Including one from cryopreserved embryos.

** Of which five were twins.
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4.5 Paper |V (Semen in men with myelomeningocel€)

As advanced ART develops further, it opens up reasonable prospects for men that earlier were thought of
asinfertile, such as many MMC men, to father children. Our center serves as an outpatient unit for all SCI

patientsin the greater Stockholm area, including alarge number of young adults suffering from MMC.

During our annua examinations of MMC patients, it became obvious that there was a demand to explore
the fertility and to provide these men with information about their procreational status. A protocol was
designed where men expressing an explicit desire to have their fertility potential examined were enrolled.
Nineteen of 46 men evaluated at the annual examination showed an initial interest. Nine of these 19 men
were subsequently included in the study due to their explicit desire to go through an EEJ and possible

testicular biopsy.

Thelevel of lesion ranged from T12 to L4 and ASIA Grade from A-D (see Table | in Paper V).

Out of the nine men, two could produce an unassisted gjaculate, (one through traditional manual
masturbation and one by putting the foot in abucket of ice-water). The remaining seven needed assisted
gjaculation, and produced anterograde and retrograde ejaculates after EEJin GA. In one of the unassisted
gjaculations, sperm could be retrieved. Out of the seven EEJ, four patients had sperm in their gjaculates.

Testicular biopsies were performed in seven patients as shown in Table Il in Paper V.
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Seven of the nine men had FSH levels above the upper limit of the normal range and testosterone wasin
the lower normal range. The testicular volumes did not exceed 15 ml. There was no correlation between

the level or completeness of lesion and semen quality, testicular size and hormone levels.

This pilot study showed that MM C men that can not procreate by themselves have a reasonable prospect
of becoming fathers through modern ART. Since MMC patients show |ess compliance with health care
providers (Maone et a, 1994), it isimportant that the aspect of fertility is brought forward in a proper
context during their habilitation. It should be the responsibility of a modern rehabilitation facility to
address the issue of adolescence in a proper and correct way. Several studies indicate that young men and
women with MMC have a self-perception that corresponds very closely to normal. Against this

background diagnostic interventions may very well be justified.

4.6 Paper V (Anaesthetic management of electr o-gjaculation)

AD isasyndrome that occursin 85% of SCI patients with lesions at or rostral to T6. It is caused by
noxious stimulations below the level of injury and involves severe arterial hypertension, headache,
sweating above the level of injury, pilo-erection, mydriasis, nasal congestion and bradycardia (Johnson et
al, 1975). Many medical professionals not acqainted with SCI care are not aware of this syndrome and the

potentially severe complications that can follow.

It was considered important to implement a protocol that would ensure optimal conditions for semen

retrieval under EEJ and PV S while not exposing the patients to an unjustifiable risk.
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During the time from January 1991 to September 1997, 87 EEJ proceduresin GA were performed at our
unit. Thisincluded 30 SCI patients and 15 patients treated for TC in the form of nhon-seminomatous germ
cells tumors (NSGCT) that had undergone RPLND and therefore needed EEJ in order to gjaculate. Seven

SCI patients had a neurological level at or rostral to T6, and thus at risk of AD.

Twenty-two EEJ proceduresin GA were performed on these seven patients and out of these 22
procedures, six episodes with more pronounced systolic blood pressure elevations occurred in five of the
subjects. They were treated with calcium ion channel blockers with adequate results. The question was
whether alphentanil and propofol could be administred in sufficient quantitiesin order to avoid the
pronounced systolic blood pressure elevations. In 16 of the 22 anaesthesias performed, the systolic blood
pressure never exceeded 160 mmHg, even though the EEJ stimulation went up to 30 volts during two

occasions.

No adverse events occurred in the SCI group. In the RPLND group, one case of aspiration lead to a mild
pneumoniathat required hospitalisation overnight. One other patient had a brief episode of post-operative

confusion.

5. DISCUSSION

5.1 Semen retrieval and assisted reproduction after SCI

Trias of unassisted gjaculation is always warranted in both SCI and RPLND/TC men prior to embarking
on assisted gjaculation techniques. The reported success rate with PV S in SCI men varies from 32% to

96%, depending on the level and completeness of the injury (Stnksen et a, 1994). If the SCI isrostral to
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T10 it isthe simplest way to retrieve semen, if necessary in combination with physostigmin. AsAD isa
physiological response to PVSin 85% of SCI men if thelesion isrostral to or at T6 (Alderson and Frost,
1990), the procedure should be performed in an environment were AD can be dealt with professionally. If
PV Sis performed for procreational purposes and there isamedical history of retrograde ejaculation, the
bladder should be washed with a HEPES buffered balanced salt solution supplemented with albumin prior
to stimulation, and the bladder catheterized after stimulation for retrieval of a possible retrograde

gaculate.

If the patient is unable to g aculate with PVS in combination with physostigmin, heisthen offered EEJ,
to be undertaken in GA if thereisresidual perineal sensation. Thisis sometimes difficult to determine
prior to EEJ, and the procedure may have to be aborted if the patient reports pain during stimulation. As
reported earlier, we have had 100% success in obtaining semen by EEJ even if al g aculates did not

contain live sperm. Thisisin agreement with reports from other centres (Brackett et al, 1996A).

Electrical stimulation for obtaining ejaculation has been dealt with in more sophisticated and invasive
ways by Brindley (1989) and Creasey (personal communication). They have both worked with different
versions of a sacral anterior root stimulator. The S2, S3 and $4 roots are connected with a small electric
generator to aradio receiver that is placed subcutaneously. With a small radio transmitter the patient can
activate the generator and induce micturition, defecation, erection and ejaculation, when operating
optimally (Brindley, 1990). When this type of equipment becomes more reliable it may serve as an

alternative for the future.

Several studies on semen quality in SCI men have been performed (Brackett et a, 1994A, Ohl et al,

1997, Sonksen et al, 1996, Mallidis et al, 1994, Hirsch et a, 1992, Denil et al, 1992, Sitsteen et al, 1990,
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Linsenmeyer and Perkash, 1991). One may conclude that semen profiles differ little regardless of extent
and level of injury, except for injuries at T10-T12, that seem to be associated with azoospermia (Chapelle
et a, 1993). SCI males that have suffered a large number of urinary tract infections have alower quality
of semen (Ohl et al, 1992; Rutowski et al, 1995). These patients should take antibiotics two weeks prior to
semen retrieval for ART. If they are emptying their urinary bladders through clean intermittent
catheterisation, they should be asked to use a sterile uncoated PV C catheter with a non-toxic lubricant 24

hours prior to semen retrieval.

External factors such as clothing giving rise to scrotal hyperthermia, frequency of g aculation, bladder
management et cetera seem to have little effect on sperm quality (Brackett et al, 1994B and 1996A). The
sperm in gjaculates obtained by PV S are of better quality (Sonksen et al,1996; Brackett et al, 1996A).
Brackett recently reported that seminal plasma of SCI men inhibit sperm motility from normal men
(Brackett et al, 1996B). This adds a new interesting perspective, where sperm aspirated from epididymis
or from vas deferens of SCI men, that have not been in contact with the seminal plasma, could be of better

quality and perhaps more suitable for ART.

The hormone levels of the HPG axis is sometimes affected, but to an extent that usually correlate poorly

with semen quality (Brackett et al, 1994A).

The effect of repeated EEJ on semen quality has been studied by Beretta et a (1989), Brackett et al
(1996A), Engh et al (1993), and Sidsten et al (1990). It appears that some improvement in sperm count

and motility can be seen, but the clinical significance of these findingsis as yet onknown.
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Semen can be obtained by EEJ from most men in the acute stage (Mallidis, 1994). The obvious
psychological trauma of adding EEJto all other procedures and operations in the acute stage demands,
according to our opinion, a clear justification by proven benefits to the patient, i.e. it must be shown that
chances for fatherhoood are significantly superior by that approach as opposed to performing sperm
retrieval at alater stage. Available evidenceis conflicting: Brackett (1996A) has reported that semen
retrieved in the acute stage sometimes lacks sperm, something which is rarely the case in the chronic
stage. By contrast, Mallidis (1994) reported the regular finding of live sperm in gjaculates obtained early

after injury.

Testicular biopsy is done to characterise spermatogenesis or to identify mature sperm available for ART.
When the technique was first used in our unit, Testicular Sperm Extraction (TESE) was applied, but
gradually it has been replaced by Testicular Sperm Aspiration (TESA), (Rosenlund, 1998). Aspiration is
done with a butterfly needle. The physician inserts the needle percutaneously into the testicular
parenchyma, and the assistant aspirates tissue into the tubing, using a 20 ml syringe. This method seems
as effective as open biopsy for retrieval of testicular sperm for ICSI (Craft et al, 1997; Rosenlund et al,
1998). It also seems less traumatic to the patient and particularly to the testes (Harrington et al, 1996). By
testicular biopsy, sperm and fertilization can be obtained even in cases of very severe
hypospermatogenesis as in non-mosaic Klinefelter' s syndrome (Tournaye et al, 1996) and in cases where

only spermatids are available (Fishel et al, 1995; Tesarik et al, 1995).

5.2 Practical considerationsin treating infertility in SCI men

The goal of the Spinalisinfertility servicesisto help infertile couples to become parents. Against this
background, effectiveness of infertility treatment is a prime concern that obviously has to be balanced by

consideration of risks, invasiveness and cost. Depending on the level of SCI and the ASIA impairment
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grade, home insemination may be tried as afirst step. A number of authors have reported various degrees
of effectiveness of home insemination in couples with SCI (Chapelle, 1983; Dahlberg et al, 1995; Hirsch
and Lipschultz, 1987; Léchner-Ernst et al, 1997). The results are difficult to interpret since, frequently,
information is lacking or incomplete regarding neurological characteristics. It is aso difficult to extract
information regarding for how long these couplestried and in how many cycles. However, we still believe
that, when possible, there are advantages in trying at home first. There are minimal risksinvolved and a
much higher degree of integrity. Out of the over 600 men that have visited the Spinalis unit, 65 have
fathered a child after sustaining a SCI. A significant proportion of these SCI men (45/65), complete or
incomplete, have reached fatherhood without the assistance of modern ART. These men represent alarge

variety of lesion levels and degrees of completeness.

In our material, nine couples managed to have a child with home insemination after seeking fertility
counselling at our unit during the period from 1990 to September 1997 (Figure 3). Modern ART including

IVF and ICSI under GA should of course only be provided when needed.

In our treatment algorithm, 1UI is not included (Fig 3). Data compiled by Stnksen and Biering-Sorensen
(1992) indicate that the cumulative rate of live born children after combining PVS and Ul was 8% in
studies involving 619 men. The combination of EEJand 1Ul gave a cumulative rate of live born children
of 3% (Table VI). More recent data are presented in Table VI, and it appears that in SCI men, adelivery
rate per insemination cycle of about 6% can be expected, which isin agreement with a compilation of
reports of 3308 Ul cycles resulting in 259 deliveries (Ombelet et al, 1995). Clearly, 1Ul is more effective
if combined with hormonal stimulation of the woman. This obviously places a physical and psychological
strain on the woman and limits the number of treatment cycles that the couple can endure. Furthermore, if

the gjaculation procedure involves GA and risks of AD, this adds to the stress on the couple. Last, but not
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least , introduction of a step of 1Ul before IVF/ICSI will delay effective treatment for a proportion of the

patient couples.

Table VI. Reports of treatment of anejaculatory infertility due to SCI by assisted gjaculation and insemination

Reference No of No of No of No of
patients cycles pregnancies deliveries

Thomasetal (1979 1 3 1 0
Francois et al (1978) 1 7 1 1
Bennet et a (1987 and 1988) 10 42 4 1
Rawicki and (1988) 1 2 2 0
Lording

Ayerset a (1988) 1 4 0 0
Hirsch et & (1990) 1 1 1 1
Lucaset a (1991) 5 8 1 1
Toledo et d (1992) 10 18 1 1
Buch & Zorn (1993) 6 21 3 2
Brackett et a (1995) 22 60 6 6
Blank et al (1996) 15 31 6 0
Chung et d (1996) 10 50 5 3
Yamamoto et al  (1997) 12 80 2 2
Sum 95 327 33 18
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Against this background, we fedl that it isin the best interest of the patients to move on to the most
effective treatment without delay. Thus, IVF or ICSI is performed if home insemination fails. The results
from al IVF treatments at our unit involving SCI men between 1992 and September 1997 are
summarised in Table VII. Thus, with adelivery rate of 24% per ET, IVF seems to be an effective

treatment.

Table VII. Clinical dataof IVF treatment in our unit, with or without ICSl, of 36 couples with an SCI male. The
pathological pregnancies include one

case of intrauterine death in the 30th week of pregnancy.

Number of couples 36
Number of started cycles 75
Number of OPUs 68
Number of ETs 63
Number of FER 7
Number of pregnancies 20
Number of pathological pregnancies 5
Number of deliveries 15
Number of children 18

Table VIl isacompilation of results of IVFICSI/GIFT/Zygote IntraFallopian Transfer (ZIFT) in SCI
men. Although the numbers are small they suggest adelivery rate per cycle of 24%. Possibly, thereisa
publication bias towards successful cases, so the figure might be an overestimate of the actual delivery

rates that could be expected.
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Table VIII. Reports of treatment of angjaculatory infertility due to SCI by assisted ejaculation on

IVHICSI/GIFT/ZIFT.
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Reference No of No of No of No of
patients cycles pregnancies deliveries

Ayerset al (1988) 1 4 0 0
Blank et a (1990) 1 1 1 1
Leeton et a (1991) 1 1 1 1
Hill et a (1991) 1 1 1 1
Toledo et d (1992) 10 15 9 5
Buch and Zorn  (1993) 2 2 0 0
Dahlbergetal  (1995) 9 14 4 4
Bracket et a (1995) 7 10 5 1
Chung et a (1996) 1 1 1 1
Yamamoto et al (1997) 3 7 2 1
Present study  (1997) 36 68 20 15
Sum 72 124 44 30

At the IVF unit of the Huddinge University Hospital the delivery rate per started IVF/ICSI cycle has been
fluctuating between 21 and 34% over the last six years. During this period, the results from IVF/ICSI in

SCI men has been 20% deliveries per started cycle.

5.3 Assisted reproduction after testicular cancer (TC)
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Fertility after treatment of TC is dependent on whether extensive radiation or chemotherapy has been
given and whether RPLND has been performed, the latter commonly leading to gjaculatory dysfunction.
The literature suggests that about half of the men that try to become fathers after such treatment succeed
(Pont and Albrect, 1997). The availability of effective treatment for infertility due to angjaculation may

increase this proportion.

Since the publication of Paper |1, an additional seven couples with anejaculation/retrograde gjaculation
after RPLND for TC have undergone IVF/ICSI treatment at Huddinge University Hospital, increasing the
total to 17. The results of the treatment of these cases have recently been published (Rosenlund 1998). Of
the 17 men, two had compl ete spermatogenic failure. Three occasionally managed to produce a sample by
masturbation, whereas the remaining 12 had to undergo EEJin GA. The sperm count and motility are

shownin Table I X.

Table | X. Results of semen analysisin gjaculates obtained by EEJ in anejaculatory men that had undergone

RPLND for TC. Numbers are median (range). When more than one sperm sample was analysed, the mean value was

entered.

Number of patients 15

Total sperm count x10° 439  (0-1336)
Sperm motility (% motile) 13 (1-30)

Also in this group sperm counts are high and motility low. The 15 couples in which the men had
retrievable sperm underwent 21 treatment cycles using sperm from EEJ (17), masturbation (3) and TESA

(2). After 18 embryo transfers, 12 clinical pregnancies were established, of which onewaslost in the first
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trimester by spontaneous abortion. The remaining 11 are delivered or ongoing. In addition, frozen

embryos were transfered in three cycles, leading to one pregnancy.

Table X isacompilation of reports of treatment of anegjaculatory infertility after TC treated by IVF/ICSI,

and, for comparison, figures for insemination are included (Ohl et al, 1991). Again, alarger number of

treatment cycles are needed to achieve success using insemination, as compared to IVF.
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Table X. Report of treatment by IVF/ICSI of angjaculatory infertility due to RPLND for testicular cancer. The study

of Ohl et a using IUI isincluded for comparison.

Reference No of No of No of No of
patients cycles pregnancies deliveries

Rowland et al (1985) 1 2 1 1
Khalifaet al (1992) 3 3 0 0
Levron et al (1993) 1 1 1 1
Hultling et al (1995) 6 7 6 5
Novero et al (1996) 2 3 1 1
Chenetal (1996) 1 1 1 1
Rosenlund et al*  (1998) 15 21 12 11
Sum 23 31 16 15
Ohl et al (1991) 19 74 7 5

*includes the six patientsin Hultling et al 1995.

5.4 Semen quality in men with myelomeningocele

The MMC group represents a particular challenge with their common reluctance or inability to maintain
contact with health care institutions (Trollman et al, 1996). Thisisreflected in their often poor somatic

status, with contractures and decubitus ulcers more commonly seen than in the group with acquired SCI.

The semen quality of MM C men was much lower than that of the men with acquired SCI. Also, there was

a higher incidence of elevated FSH and of atrophic testicles. Atrophic testicles can also be seenin
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acquired SCI provided the injury occurred early in life. At our unit we have seen one tetraplegic patient
for sperm retrieval and analysis, injured at C6-C7, who acquired hisinjury at delivery. The results of the
semen analysis and hormone levels are similar to those seen in the MM C group, suggesting that an intact
innervation is necessary for normal gonadal development. Poor semen quality can also be seen in men

with injuries at the T10-L2 level (Chapelle, 1993).

5.5 General anaesthesiain SCI men

EEJis performed under GA in patients with spared sensation in the perineal area. Also, EEJ may be
performed under GA to reduce therisk of AD (Lambert et a, 1982). Surgical interventionsin the lower
abdominal and perineal area, such as cystoscopies, have been performed under spinal anaesthesia
(Amzallag, 1993). This has not been done for EEJ, since the blockade might impair the gjaculatory
response, and may aso make the patient hypovolemic by pooling blood in the lower extremities.
Occasionally we have performed EEJ under GA in patients lacking anal sensation, but experiencing AD

during PV S and specifically requesting to sleep through the next semen retrieval attempt.

During assisted gjaculation, both with PVS and EEJ, AD may appear in mild forms, such as reflex
bradycardia, or in more severe forms, such as significant hypertension creating debilitating headache.
Besides the death reported by Guttmann (1976), grave consequences of AD in assisted gjaculation have
not been reported. Although AD has been described as a life-threatening complication (Alderson and
Frost, 1990), it seems that the risk of serious adverse events requiring medication during surgical
proceduresin SCI men is moderate (Paper V and Lambert et al, 1982). Apart from AD, there are only

scarce reports of adverse events after EEJ (Ohl, 1993).
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5.6 Rehabilitative aspects of ART

Classic medicineis focused on diagnosis and treatment aimed at the underlying pathological process.
Thus, the traditional biomedical model directs treatment to the cause of disease, with little or no emphasis
on the secondary effects of illness. In contrast, rehabilitation medicine takes a more holistic approach (the
"biopsychosocial model”), and furthermore emphasi ses the consequences of disease in terms of
impairment (i.e. loss or abnormality of psychological, physiological, or anatomic structure or function),
disability (i.e. restriction or lack of ability to perform atask or activity within the range considered
normal) and handicap (i.e. the disadvantage stemming from impairments and/or disabilities, in performing
arole otherwise normal).

When applying this rehabilitation paradigm to SCI, it becomes obvious that issues related to sexual
dysfunction and infertility deserve priority. According to this author, the following propositions
corroborate this claim:

1. Traumatic SCI typically afflicts young males.

2. SCI almost always leads to severe impairment of male sexual function.

3. Sexual activity - including intercourse and procreation - is an important part of life for most persons,
and especially so for younger persons.

4, Sexual issues are usually neglected in the acute care or general medical setting.

5. Effective treatment is available.

Ethical questions are inevitable when discussing ART. In particular, the following questions have been
raised in this context:

1. Does SCI make you less good a parent?

2. Does treatment of infertility in persons with SCI necessitate a stricter practise than otherwise in terms

of exclusion criteria and/or outcome assessment?
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Ethical issues are never completely unequivocal and furthermore do not lend themselves to be ” solved”

by apositivistic scientific approach. Rather, we have to rely on empirical knowledge and hermeneutics.

Studies addressing parenthood after SCI are scarce. A recently performed study in our center (Westgren
and Levi, 1994) concluded that SCI does not seem to impair the ability to be a good parent. Asto question
number two, it may be argued that stricter practises directed at persons with SCI, in the absence of data
implying that such persons presumably are inferior parents than the general population, would by

definition reflect prejudice and discrimination towards the disabled.

Obviousdly, the situation gets more complex if the underlying condition leads to impairment of higher

cerebral functions, which is sometimes the case in persons with MMC.

Medical inclusion and exclusion criteriaexist in order to avoid harm to the man and woman as well as the
child (Primum est non nocere!). Also, the Swedish legislation requires that infertility treatment is
provided only if circumstances allow the child to be born into and grow up in a complete family.
Progressive diseases, such as cancer and multiple sclerosis, can therefore be considered medical
contraindications. If the couple suffers from any major psychological problem, substance abuse,
psychiatric disorder or severe cognitive dysfunction, these problems would have to be addressed
effectively before entering treatment. The final decision is made by the physician in collaboration with the

couple, based on personal experience and judgement.

Should we apply psycho-social contraindications? This matter cannot be adequately dealt with through

simplistic rules of thumb. There has to be subjective decisions taken by responsible people involved and
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an open discussion can lead to guidelines. If the couple is refused treatment, they may appeal to the
National Board of Health and Welfare. Thisisillustrated by a case in which we were approached by a
couple in which the man had MM C and the woman was severely disabled by cerebral palsy. The man
underwent electrogjaculation and his semen contained enough viable sperm for IVF/ICSI. At the time of
the semen retrieval, the couple together were eligible for 160 hours of community attendant care per
week. The woman had a severe motor disability and a grave speech impairment, but no known cognitive
impairment. The staff felt that this couple should not be treated, and questioned whether it would be
justifyable to” create” a child that would be brought up with limited possibilities to interact directly with
the parents. The Ethics Committe of the Swedish Society of Medicine was approached, abd found no
contraindications to treating this couple. However, the municipal health authority may see the problem

from adifferent perspective. The issueis still pending and the couple has not been in contact with us

again.

The discussion has been brought forward whether the couples seeking infertility treatment should be
subjected to the same type of investigation as couples that want to adopt a child. A task group within the
Swedish Association of Obstetrics and Gynaecology has suggested that no such investigation should be

required for ART.

Problems related to sexuality and infertility are important for patients during an early stage after the SCI
or surgery for TC (Silber, 1996; Trieschmann, 1992). These persons are often of parenting age, and many
seek information about how they can achieve fatherhood despite their newly acquired impairment.
However, discussion of these mattersis difficult during the chaotic initial phase. The couple is welcome

for infertility counselling one year after the injury. Thisis provided by a small consistent group of people
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that the couple can rely on throughout the counselling period. Knowledge about the fact that most of these

men can experience biological fatherhood is crucial in the rehabilitation process.

Even if orgasm as such cannot be achieved with PV S, most SCI men experience positive feelings with the
gjaculatory event when seeing the semen being gjected by rhythmic contractions from the meatus.

In our unit, we have amicroscope in the PV S room allows the semen to be analysed immediately and the
patient can get direct confirmation of the fact that he has motile sperm. Men that have not gjaculated since
the occurrence of SCI experience an exuberant happiness and profound satisfaction when they realise that
they can produce live sperm. This procedure has an important positive psychological impact on the

rehabilitative process.

In Sweden, the number of SCI men with a need for fertility counselling might not support more than two
separate treating units for infertility problems. It has been our main goal to adjust the servicesto the
patient’ s needs and to provide accurate information about the diagnostic and therapeutic resources that are
available. By experience it seems that couples seeking infertility counselling frequently have received
incomplete information and ineffective care before. Infertility services should be an integrated part of the
total rehabilitation management. Thereby it is possible to ascertain that the diagnostic and treatment

procedures are goal-oriented and effective.
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5.7 Obstetric and pediatric aspects on ART

A total of 18 children, out of which six are twins, have been born after IVF or ICS| treatment in our center
to 15 men with SCI. The mean birth weight was 3110 gram (range: 1250 - 4220). All but one set of twins
were born within two weeks of term. One set of twins were delivered in the 30th week of pregnancy and
required six weeks intensive neonatal care. In one of these twins the prematurity led to visual impairment
that could be corrected with glasses. Two children of the singletons were born with a ventricular septum
defect, that had closed spontaneously at the 18 month check up. One child was born with a partial
submucosal cleft, that was surgically treated at three month of age. No other malformations have been
found. The post natal medical records from all 18 children in the IVF/ICSI group reveal no other
discrepancy between this group and the general population. None of the children from the TC group

showed any malformations.

There has been theoretical concerns regarding the safety of ICSI. Questions have been raised regarding
effects of mechanical and biochemical damage to the oocyte and introduction of foreign materials such as
viruses, bacteria or part of the oocyte membrane. This could imply arisk factor for the embryo.
Wennerholm (1998) reported on 840 children born after ICSI, and major malformations occurred in 24
(2.9%) of theinfants. Bonduelle (1998) showed in afollow-up study that 46 (2.3%) children out of 1987
needed some kind of surgical correction. Thisindicates no significant increase in malformations after

ICSl, as compared to children born without ART.

Multiple pregnancy is a common complication after assisted conception. It involves a significantly

increased morbidity in both mother and child. Thus, anemia, hypertension and gestational diabetes are

more common, as is preterm birth with sequelae. Furthermore, the family situation after multiple birthsis
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very demanding, even if the children are healthy. In families with a disabled parent, multiple pregnancy
could strain the resources even more. Thus, there are compelling reasons to reduce the frequency of
multiple pregnancy after ART (Nygren and Wikland, 1997). In IVF/ICSI, this could be achieved by
reducing the number of embryos transferred. The risk of alowered pregnancy rate in the treatment cycle
could be at least partly offset by an increased number of replacement of frozen/thawed embryos. This may
particularly be considered among couples with angjaculatory infertility after TC that seem to achieve a

very high implantation rate (Paper 11).

All of the 15 SCI couples that have become parents through IVF or ICSI at our center are still living
together. The mgjority of these families receive welfare allowances, and this in turn makes their financia
situation better than that of the average family. Thereby, there are improved opportunities for the partners
to share parenthood and support each other. Most of these men have been coping very well with their new
situation as fathers, and the children develop an understanding of what they can do together with their

father in wheelchair and what they can do with their ablebodied mother (personal experience).

The child born into afamily that has experienced an interval of infertility isin most cases extra welcome.
In the SCI families the expectations of ever getting biological children have in general been very low. As
aresult of the low expectations the children born into these families have been thought of as miracles and

are even more welcome.

6. CONCLUSIONS

Using assisted gjaculation and IVF/ICSI, a cumulative delivery rate of around 50% can be expected in

couples in which home insemination has been unsuccessful. ICSI allows treatment also in cases of
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extremely severe oligozoospermia or when only testicular spermis available. Since IVF is more
effective than 1UI and the latter is ineffective unless performed in combination with hormonal
stimulation of the woman, making it nearly as much invasive, IVF/ICSI is the method of choice if
home insemination fails. IVF is strongly indicated if EEJin GA isrequired, the semen quality is poor
or if there are concurrent female infertility factors.

A high cumulative pregnancy rate can be expected from EEJ and IVF/ICSI in men that are
angjaculatory after TC/RPLND. Since semen retrieval in most instances requires EEJin GA, IVF/ICSI
should be employed.

A sizeable proportion of men with MMC seems to have enough sperm for ICSl, retrievable by EEJ or
TESE.

Therisk of severe hypertension and other complications from EEJ of SCI men in GA with assisted
mask ventilation in aday surgery setting seems small, provided anaesthesiais managed by experienced

staff.

Research in the SCI field throughout the last decades has focused on topics mostly of theoretical interest.
In the light of the extended life span of this group of patients, there is a need for a paradigm shift in the

direction of patient-oriented applied research, based on the functional analyses of the physically impaired.

People with disability have the same demand as everybody €lse on society for information, community
services, and health services. However, reproductive issues encountered by people with physical
disabilities are different from those encountered by people without disabilities. Congenital disability is
likely to affect sexua development to alarger extent than acquired disability (Trollman et a, 1996).
Disahility affects fertility as well as sexuality. Intimacy and spontaneity are more difficult to achieve, and,

therefore, counselling of these men and women becomes important. It is necessary that the staff is
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knowledgable of all aspects of the infertility and sexology and that they can assist the patient soon after
injury. This bringsin a political aspect of the entire rehabilitation process after an injury that causes
infertility. The disabled person has the right to information regarding reproduction that is comprehensive
and accurate. Preconceived notions on the part of caregivers judging such couples less suitable as parents
does not justify withholding information. As modern medical technology provides more options to treat

infertility, it isthe responsibility of society to make these services available for this category of patients.

A significant hurdle in the pursuit of parenthood for couples with an SCI man is the lack of information
and inadequacy of support regarding sexuality and fertility. Hence, information about the good prognosis
for achieving pregnancy, and the excellent ability of these familiesto cope, must be disseminated to the

primary caregivers.

It isimportant to stress that the primary objective of our infertility serviceisto help childless disabled
persons to become parents. We have focused on the clinical outcome rather than on extensive diagnostics.
The development of effective techniques for enabling people with physical disabilities to become parents
serves as a powerful affirmation of the commitment of the rehabilitation team. This, in turn, leadsto

empowerment of the disabled individuals.

61



assisted reproduction technology in men with gaculatory dysfunction with specia reference to

spinal cord injury. Doctoral thesis, Karolinska Institute 1998. Claes Hultlin, Spinalis

7. REFERENCES

Agarwa A, TolentinoM V Jr, Sidhu R S, Ayzmal, Lee JC, Thomas A J Jr, Shekarriz M (1995) Effect of
cryopreservation on semen quality in patients with testicular cancer. Urology 46:382-389

Alderson JD, Frost EA M (1990) Spinal cord injuries. Anaesthetic and associated care. Butterworths &
Co. Ltd. London

AlmeidaP A, Bolton V N (1995) The effect of temperature fluctuations on the cytoskeletal organisation
and chromosomal constitution of the human oocyte. Zygote 3:357-365

Amzallag M (1993) Autonomic hyperreflexia. Int Anesth Clin 31:87-102

Andersson K-E, Wagner G (1995) Physiology of penile erection. Physiol Rev 75:191-236

Andrews F M Abbey A, Halman L J (1992) Isfertility-problem stress different? The dynamics of stressin
fertile and infertile couples. Fertil Steril 57:1247-1253

Ayers JW T, Moinipanah R, Bennett C J, Randolph JF, Peterson E P (1988) Successful combination
therapy with electrogjaculation and in vitro fertilization-embryo transfer in the treatment of a
paraplegic male with severe oligoasthenospermia. Fertil Steril 49:1089-1090

Babosa M, Baki M, Bodrogi |, Gundy S (1994) A study of children, fathered by men treated for testicular
cancer, conceived before, during, and after chemotherapy. Med Ped Oncol 22:33-38

Bannister R, Mathias C J (1992) Autonomic failure. A textbook of clinical disorders of the autonomic
nervous system. Oxford University Press, 3rd ed. Oxford

Bedbrook G M (1981) The care and management of spinal cord injuries. Springer-Verlag, New Y ork

Bennett C J, Ayers JW T, Randolph JF Jr, Seager SW J, McCabe M, Moinipannah R, McGuire E J
(1987) Electrogjaculation of paraplegic males followed by pregnancies. Fertil Steril 48:1070-
1072

Bennett C J, Seager SW, Washer E A, McGuire E J (1988) Sexual dysfunction and electrogjaculation in
men with spinal cord injury: Review. JUrol 139:453-457

Beretta G, Chelo E, Zanollo A (1989) Reproductive aspectsin spinal cord injured males. Paraplegia
27:113-118

Biering-Sorensen F, Sonksen J (1992) Penile erection in men with spinal cord or cauda equinalesions.
Semin Neurol 12:98-105

Blank W, Batzofin J, Tran C, Tan T, Hubert G, Serafini P (1990) The use of electrogjaculation and zygote
intrafallopian transfer to achieve a pregnancy after amajor gunshot wound to the abdomen: a
unique application. Fertil Steril 54:950-952

62



assisted reproduction technology in men with gaculatory dysfunction with specia reference to

spinal cord injury. Doctoral thesis, Karolinska Institute 1998. Claes Hultlin, Spinalis

Bodner D R (1993) Spinal cord injury. Urol Clin N Am 20, August. W B Saunders Co, Philadelphia

Bonduelle M, Wilikens A, Buysse A, Van Assche E, Devroey P, Van Steirteghem, A C, Liebaers|.
Prospective follow-up study of 1.987 children born after intracytoplasmic sperm injection
(ICSl). Treatment of Infertility: the New Frontiers. Boca Raton, Florida, USA, 22-24 January
1998; Abstract PR-43

Brackett N L, Lynne C M, Weizman M S, Bloch W E, Abae M (1994A) Endocrine profiles and semen
quality of spinal cord injured men. JUrol 151:114-119

Brackett N L, Lynne CM, Weizman M S, Bloch W E, Padron O F (1994B) Scrotal and oral temperatures
are not related to semen quality of serum gonadotropin levelsin spinal cord-injured men. J
Androl 15:614-619

Brackett N L, Abae M, Padron O F, Lynne C M (1995) Andrology. Treatment by assisted conception of
severe male factor infertility due to spinal cord injury or other neurologic impairment. J Ass
Reprod Genet 12:210-216

Brackett N L, Nash M S, Lynne C M (1996A) Male fertility following spinal cord injury: facts and fiction.
Phys Ther 76:1221-1231

Brackett N L, Davi R C, Padron O S, Lynne C M (1996B) Seminal plasma of spinal cord injured men
inhibits sperm motility of norma men. J Urol 155:1632-1635

Brindley G S (1980) Electrogjaculation and the fertility of paraplegic men. Sexuality & Disability 3:223-
229

Brindley G S (1981A) Reflex gaculation under vibratory stimulation in paraplegic men. Paraplegia
19:299-302

Brindley G S (1981B) Electroejaculation: its technique, neurological implications and uses. J Neurol
Neurosurg Psych 44:9-18

Brindley G S (1982) Deep scrotal temperature and the effect on it of clothing, air temperature, activity,
posture and paraplegia. Br J Urol 54:49-55

Brindley G S, Dauerwein D, Hendry W F (1989) Hypogastric plexus stimulators for obtaining semen from
paraplegic men. Br J Urol 64:72-77

Brindley G S, Rushton D N (1990) Long-term follow-up of patients with sacral anterior root stimulator
implants. Paraplegia 28:469-475

Buch JP, Zorn B H (1993) Evaluation and treatment of infertility in spinal cord injured men through
rectal probe electrogjaculation. J Urol 149:1350-1354

63



assisted reproduction technology in men with gaculatory dysfunction with specia reference to

spinal cord injury. Doctoral thesis, Karolinska Institute 1998. Claes Hultlin, Spinalis

Chapelle P A (1983) Traitement de |"anéjaculation du paraplégique grace al association metoclopramide-
ésé&rine. Ann Urol 17:360-362

Chapelle P A, Roby-Brami A, Jondet M, Piechaud T, Bussel B (1993) Trophic effects on testesin
paraplegics. Paraplegia 31:576-583

ChenSU,HoH N, Huang SC, LeeTY, Yang Y S(1996) Pregnancy achieved by intracytoplasmic
sperm injection using cryopreserved semen from aman with testicular cancer. Hum Reprod
11:2645-2647

Chung PH, Yeko T R, Mayer JC, Sanford E Jand Maroulis G B (1995) Assisted fertility using
electrogjaculation in men with spinal cord injury - areview of literature. Fertil Steril 64:1-9

Chung P H, Verkauf B S, Eichberg R D, Casady L, Sanford E J, Maroulis G B (1996) Electrogjaculation
and assisted reproductive techniques for angjaculatory infertility. Obstet Gynecol 87:22-26

Comarr A E (1970) Sexual function among patients with spina cord injury. Urol Int 25:134-168

Craft I, Tsirigotis M, Courtauld E, Farrer-Brown G (1997) Testicular needle aspiration as an alternative to
biopsy for the assessment of spermatogenesis. Hum Reprod 12:1483-1487

Dahlberg A, Ruutu M, Hovatta O (1995) Pregnancy results from a vibrator application, e€lectrogjaculation,
and avas aspiration programme in spinal-cord injured men. Hum Reprod 10:2305-2307

Denil J, Ohl D A, Menge A C, Keller L M, McCabe M (1992) Functional characteristics of sperm
obtained by electrogjaculation. JUrol 147:69-72

Dinsmore W W, Maytom M C and the Multicentre Group; Pfizer, Sandwich, UK (1997) Sildenafil
(Viagra™) - atwo-stage, double-blind, placebo-controlled study in men with erectile
dysfunction (ED) caused by traumatic spinal cord injury (SCI). In: Abstract book 2nd Meeting
of the European Society for Impotence Research

Ditunno JF, Young W, Donovan W H, Creasey G (1994) The international standards booklet of
neurologica and functional classification of spinal cord injury. Paraplegia 32:70-80

Donohue JP, Foster R S, Rowland R G, Bihrle R, Jones J, Geier G (1990) Nerve-sparing retroperitonea
lymphadenectomy with preservation of gjaculation. JUrol 144; 287-292

Ducharme SH, Gill K M (1997) Sexuality after spinal cord injury: answersto your questions. Paul H
Brookes Publishing Co. Baltimore

Edirisinghe W R, Junk S M, Matson P L Yovich JL (1996) Changesin motility patterns during in -vitro
culture of fresh and frozen/thawed testicular and epididymal spermatozoa; implications for
planning treatment by intracytoplasmic sperm injection. Hum Reprod 11:2474-2476

64



assisted reproduction technology in men with gaculatory dysfunction with specia reference to

spinal cord injury. Doctoral thesis, Karolinska Institute 1998. Claes Hultlin, Spinalis

Engh E, Clausen O P F, PurvisK, Stien R (1993) Sperm quality assessed by flow cytometry and accessory
sex gland function in spinal cord injured men after repeated vibration-induced g aculation.
Paraplegia 31:3-12

Fishel S, Green S, Bishop M Thornton S, Hunter A, Fleming S, Al-Hassan S (1995) Pregnancy after
intracytoplasmic injection of spermatid. Lancet 345:1641-1642

Francois N, Maury M, Jouannet D, David G and Vacant J (1978-79). Electro-€gjaculation of a complete
paraplegic followed by pregnancy. Paraplegia 16:248-251

Fugl-Meyer K S, Fugl-Meyer A R (1994) Kronisk sjukdom och sexualitet. In: Sexologi, Ed: PO
Lundberg. Liber Utbildning, Stockholm. 32:297-303

Gray D B (1993) Future directions for research on reproductive issues for people with physical
disahilities. In: Reproductive issues for persons with physical disabilities. Eds Haseltine F, Cole
S S, Gray D B. Paul H Brookes Publishing Co Inc. Baltimore

Guttmann L (1976) Spinal cord injuries. comprehensive management and research. Blackwell Scientific
Publications, Oxford

Halstead L S, VerVoort S, Seager SW J (1987) Rectal probe electrostimulation in the treatment of
angjaculatory spinal cord injured men. Paraplegia 25:120-129

Halstead L S, Seager SW J, Houston J M, Whitesell K, Dennis M, Nance P W (1993) Relief of spasticity
in SCI men and women using rectal probe electrostimulation. Paraplegia 31:715-721

Harrington T G, Schauler D, Gilbert B (1996) Percutaneous testis biopsy; an aternative to open testicular
biopsy in the evaluation of the subfertile man. J Urol 156:1647-1651

Head H, Riddoch G (1917) The autonomic bladder, excessive sweating and some other reflex conditions,
in gross injuries of the spinal cord. Brain 40:188-263

Healy D L, Trounson A O, Andersen A N (1994) Female infertility: causes and treatment. Lancet
343:1539-1544

Helmerhorst F M, Oel S G, Bloemenkamp K W M (1995) Consistency and variation in fertility
investigations in Europe. Hum Reprod 10:2027-2030

Hershlag A, Cooper G W, Benoff S (1995) Pregnancy following discontinuation of a calcium channel
blocker in the male partner. Hum Reprod 10:599-606

Hill D L, Kuyt F, Vogel M, Kaplan C (1991) Delivered twins from electroejaculation and tubal embryo
transfer. J Fertil Embryo Transf 8:296-298

Hirsch | H, Lipshultz L | (1987) Medical treatment of male infertility. Urol Clin N Am 14:307-322

65



assisted reproduction technology in men with gaculatory dysfunction with specia reference to

spinal cord injury. Doctoral thesis, Karolinska Institute 1998. Claes Hultlin, Spinalis

Hirsch | H, Choi H (1990) Quantitative testicular biopsy in congenital and acquired genital obstruction. J
Urol 143:311-312

Hirsch | H Jeyendran R S, Sedor J, Rosecrans R R, Staas W E (1991) Biochemical analysis of
electrogjaculates in spinal cord injured men; comparison to normal gaculates. JUrol 145:73-76

Hirsch | H, Sedor J, Jeyendran R S, Staas W E (1992) The relative distribution of viable sperm in the
antegrade and retrograde portions of gaculates obtained after electrostimulation. Fertil Steril
57:399-401

Howards S S (1995) Treatment of male subfertility. N Engl JMed 332:312-317

Hultling C, Rosenlund B, Térnblom M, Sjoblom P, Garoff L, Nyman C, Hilleng6 T (1995) Transrectal
electrogjaculation in combination with in-vitro fertilization: an effective treatment of
angjaculatory infertility after testicular cancer. Hum Reprod 10:847-850

Hogberg U, Sandstrdm A, Nilsson N G, (1992) Reproductive patterns among Swedish women born 1936-
1960. Acta Obstet Gynecol Scand 71:207-214

Jequier A M (1986) Infertility in the male. Current Reviews in Obstetrics & Gynecology. Churchill
Livingstone, New Y ork

Johnson B, Thomason R, Pallares V, Sadove M X (1975) Autonomic hyperreflexia: A Review. Mil Med
140:345-349

Kaplan SH (1974) The new sex therapy; Active treatment of sexua dysfunctions. Times Books, Toronto

Khalifa E, Oehninger S, AcostaA A, Morshedi M, Veeck L, Bryzyski R G, Muasher S J(1992)
Successful fertilization and pregnancy outcome in in-vitro fertilization using
cryopreserved/thawed spermatozoa from patients with malignant diseases. Hum Reprod 7:105-
108

Klein E A, Kay R (1993) Testis cancer in adults and children. Urol Clin N Am. W B Saunders Co. 20:1-
179

Kurnick N B (1956) Autonomic hyperreflexia and its control in patients with spinal cord lesions. Ann
Intern Med 44:678-686

Kvist U (1994) Emissionen och gjakulationen. In: Andrologi, Eds. Fredricsson B, Pousette A, Liber
Utbildning, Stockholm. 9:85-94

Lambert D H, Deane R S, Mazuzan J E Jr (1982) Anesthesia and the control of blood pressure in patients
with spinal cord. Anesth Analg 61:344-348

Lasalle B, Testart J, Renard J P (1985) Human embryo features that influence the success of
cryopreservation with the use of 1.2 propanediol. Fertil Steril 44:645-651

66



assisted reproduction technology in men with gaculatory dysfunction with specia reference to

spinal cord injury. Doctoral thesis, Karolinska Institute 1998. Claes Hultlin, Spinalis

LeeB Y, Ostrander L E, van Cochran G B, Shaw W W (1991) The spinal cord injured patient.
Comprehensive Management. W B Saunders Company, Philadelphia

Leeton J, Yates C, Rawicki B (1991) Successful pregnancy using known donor oocytes fertilized in vitro
by spermatozoa obtained by el ectro-gjaculation from a quadriplegic husband. Hum Reprod
6:384-385

Levi R (1996) The Stockholm Spinal cord injury study: medical, economical and psycho-social outcomes
in a prevalence population. Doctoral Thesis. Department of Clinical Neuroscience and Family
Medicine, Karolinska Institute, Stockholm

Levron J, Lightman A, Stein D W, Brandes J M, Itskovitz-Eldor J (1992) Pregnancy after subzonal
insertion of cryopreserved spermatozoa from a patient with testicular seminoma. Fertil Steril
58:839-840

Linsenmeyer T A, Perkash | (1991) Infertility in men with spinal cord injury. Arch Phys Med Rehab
12.747-754

Lucas M G, Hargreave T B, Edmond P, Creasy G H, McParland M, Seager SW J (1991) Sperm retrieval
by electro-gaculation. Br JUrol 67:191-194

Lochner-Ernst D, Mandalka B, Kramer G, Stéhrer M (1997) Conservative and surgical semen retrieval in
patients with spinal cord injury. Spinal Cord 35:463-468

Masters W H, Johnson V E, Kolodny R C (1988) Sex and human loving. Little, Brown & Company Ltd,
Boston

MallidisC, Lim T C, Hill ST, Skinner D J, Brown D J, Johnston W | H, Baker G H W (1994) Collection
of semen from men in acute phase of spinal cord injury. Lancet 343:1072-1073

Malone P S, Wheeler R A, Williams J E (1994) Continence in patients with spina bifida; long term
results. Arch Dis Child 70:107-110

Meinecke F-W (1990) Querschnittlahmungen. Bestandsaufnahme und Zukunftsaussichten. Springer
Verlag, Berlin Heidelberg

Meistrich M L (1993) Potential genetic risks of using semen collected during chemotherapy. Hum Reprod
8:8-10

National Board of Health and Welfare, Stockholm, Sweden. The Cancer Registry 1996. Cancer incidence
in Sweden 1993

Nehra A, Werner M A, Bastuba M, Title C, Oates R D (1996) Vibratory stimulation and rectal probe
electrogjaculation as therapy for patients with spinal cord injury: Semen parameters and
pregnancy rates. J Urol 155:554-559

67



assisted reproduction technology in men with gaculatory dysfunction with specia reference to

spinal cord injury. Doctoral thesis, Karolinska Institute 1998. Claes Hultlin, Spinalis

Nichols GD, Edgar D G (1964) A transistorized rectal probe for gjaculating rams. N Z Vet J 12:145-146

Nijman JM, Jager S, Boer P W, Kremer J, Oldhoff J, Schraffordt Koops H (1982) The treatment of
gjaculation disorders after retroperitoneal lymph node dissection. Cancer 50:2967-2971

Nordqvist | (1988) Kunskap, kéndlor, karlek och kropp. Sexologi - om méanniskor med och utan
funktionshinder. Symposiedokumentation, Handikappinstitutet , ISBN 91-86310-52-6

Novero V Jr, Goossens A, Tournaye H, Silber S, van Steirteghem A C, Devroey P (1996) Seminoma
discovered in two males undergoing successful testicular sperm extraction for intracytoplasmic
sperm injection. Fertil Steril 65:1051-1054

Nygren K-G, Wikland M (1997) Vérldsrapport om in vitro-fertilisering. Var fjarde kvinna far tvillingar.
Lakartidningen 94:4087

Ohl D A, Denil J, Bennett C J, Randolph JF, Menge A C, McCabe M (1991) Electroejaculation following
retroperitoneal lymphadenectomy. J Urol 145:980-983

Ohl D A, Benil J, Fitzgerald-Shelton K, McCabe M, McGuire E J, Menge A C, Randolph J F (1992)
Fertility of spinal cord injured males: effect of genitourinary infection and bladder management
on results of electrogjaculation. JAm Paraplegia Soc 15:53-39

Ohl D A (1993) Electrogjaculation. Urol Clin N Am 20:181-188

Ohl D A, Stnksen J, Menge A C, McCabe M, Keller L M (1997) Electroejaculation versus vibratory
stimulation in spinal cord injured men: sperm quality and patient preference. J Urol 157:2147-
2149

Olsson A M (1994) Vaskuléart orsakad impotens. In: Sexologi. Ed: P O Lundberg. Liber Utbildning,
Stockholm. 28:264-267

Ombelet W, Puttemans P, Bosmans E (1995) Intrauterine insemination: afirst-step procedurein the
agorithm of male subfertility treatment. Hum Reprod 10:90-102

Ombelet W, Bosmans W, Janssen M, Cox A, Vlasselaer J, Gyselaers W, Vandeput H, Gielen J, Pollet H,
Maes, M, Steeno O, Kruger T (1997) Semen parametersin afertile versus subfertile popul ation:
aneed for change in the interpretation of semen testing. Hum Reprod 12:987-993

Padron O F, SharmaR K, Thomas A J, Agarwal A (1997) Effects of cancer on spermatozoa quality after
cryopreservation: a 12-year experience. Fertil Steril 67:326-331

Pont J, Albrect W (1997) Fertility after chemotherapy for testicular germ cell cancer. Fertil Steril 68:1-5

Presti JC, Herr H W, Carroll P R (1993) Fertility and testis cancer. Urol Clin N Am 20:173-179

Rawicki H, Lording D W (1988) Assisted fertility in complete paraplegia; case report. Paraplegia 26:401-
404

68



assisted reproduction technology in men with gaculatory dysfunction with specia reference to

spinal cord injury. Doctoral thesis, Karolinska Institute 1998. Claes Hultlin, Spinalis

Rocco A G, Vandam L D (1959) Problemsin anesthesiafor paraplegics. Anesthesiology 20:348-354

Rosenlund B, Sjéblom P, Dimitrakopoulos A, Hillensjd T (1997) Epididymal and testicular sperm for
intracytoplasmic sperm injection in the treatment of obstructive azoospermia. Acta Obstet
Gynecol Scand 75:135-139

Rosenlund B, Sjoblom P, Térnblom M, Hultling C, Hillengd T (1998) In vitro fertilization and
intracytoplasmic sperm injection in the treatment of infertility after testicular cancer. Hum
Reprod 13:414-418

Rosenlund B (1998) Management of severe male infertility with special referenceto IVF and ICSI.
Doctoral thesis. Department of Clinical Science, Division of Obstetrics and Gynaecology,
Karolinska I nstitute, Huddinge University Hospital, Stockholm

Rowland G F, Cohen J, Steptoe P C, Hewitt J (1985) Pregnancy following in vitro fertilization using
cryopreserved semen from a man with testicular teratoma. Urology 26:33-36

Rutowski S B, Middleton JW, Truman G, Hagen D L, Ryan J P (1995) The influence of bladder
management on fertility in spinal cord injured males. Paraplegia 33:263-266

Silber M (1996) Sexualitet osynliggors hos handikappade. Sjukvardspersonal saknar utbildning i sexologi.
L&kartidningen 93:3703-3708

Sidsteen A, Forssman L, Steen Y, Sullivan L, Wickstrom | (1990) Quality of semen after repeated
gjaculation treatment in spinal cord injury men. Paraplegia 28:96-104

Smith E M, Bodner D R (1993) Sexua dysfunction after spinal cord injury. Urol Clin N Am 20:535-542

Sobrero A J, Stearns H E, Blair JH (1965) Technique for the induction of gaculation in humans. Fertil
Steril 16:765-767

Steinberger R E, Ohl D A, Bennett C J, McCabe M, Wang S C (1990) Nifedipine pretreatment for
autonomic dysreflexia during electrogjaculation. Urology 36:228-231

Steptoe P C, Edwards R G (1978) Birth after the reimplantation of a human embryo. Lancet 2:366

Socialstyrelsen (Swedish National Board of Health and Welfare). Report (1995) Kvalitetsindikatorer i
ryggmargsskadevarden - Dokumentation av vardforlopp (Quality indicators in SCI management
- documentation of care)

S6nksen J, Biering-Sorensen F (1992) Fertility in men with spina cord or cauda equinalesions. Semin
Neurol 12:106-114

Sonksen J, Biering-Sorensen F, Kvist Kristensen J (1994) Ejaculation induced by penile vibratory
stimulation in men with spinal cord injuries. The importance of the vibratory amplitude.
Paraplegia 32:651-660

69



assisted reproduction technology in men with gaculatory dysfunction with specia reference to

spinal cord injury. Doctoral thesis, Karolinska Institute 1998. Claes Hultlin, Spinalis

Sonksen J, Ohl D A, Giwercman A, Biering-Sorensen F, Kvist Kristensen J (1996) Quality of semen
obtained by penile vibratory stimulation in men with spinal cord injuries: observations and
predictors. Urology 48:453-457

Templeton A, Fraser C, Thompson B (1990) The epidemiology of infertility in Aberdeen. Br Med J
301:148-152

Tesarik J, Mendoza C, Testart J (1995) Viable embryos from injection of round spermatids into oocytes.
N Engl JMed 333:525

ThomasR J S, McLeish G, McDonad | A (1975) Electrogjaculation of the paraplegic male followed by
pregnancy. Med J Aust 2:798-799

Toledo A A, Tucker M J, Bennett JK, Green B G, Kort H |, Wiker SR, Wright G (1992)
Electrogjaculation in combination with in vitro fertilization and gamete micromanipulation for
treatment of anejaculatory maleinfertility. Am J Obstet Gynecol 167:322-326

Tournaye H, Staessen C, Liebaers |, van Assche E, Devroey P, Bonduelle M, van Steirteghem A (1996).
Testicular sperm recovery in 47,XXY Klinefelter patients. Hum Reprod 11:1644-1649

Trieschmann R B (1992) Psychosocia research in spinal cord injury: the state of the art. Paraplegia
30:58-60

Trollmann R, Dorr H G, Strehl E, Katalinic A, Beyer R, Wenzel D (1996) Growth and pubertal
development in patients with meningomyelocele: a retrospective anaysis. Acta Paediatr 85: 76-
80

van Basten J P, Jonker-Pool G, van Driel M F, Sleijfer D T, Droste JH, van de Wiel H B, Schraffordt-
Koops H, Molehaar W M, HoekstraH J (1997) Sexual functioning after multimodality treatment
for disseminated nonseminomatous testicular germ cell tumor.  JUrol 158:1411-1416

Westgren N and Levi R (1994) Motherhood after traumatic spinal cord injury. Paraplegia 32:517-523

WHO (1980) International classification of impairments, disabilities and handicaps. A manual of
classification relating to the consequences of disease. Geneva: World Health Organization

Watkins W, Lim T, Bourne H, Baker H W G, Wutthiphan B (1996) Testicular aspiration of sperm for
intracytoplasmic sperm injection: an alternative treatment to el ectro-emission: case report.
Spinal Cord 34:696-698

Wennerholm U-B (1998) In vitro fertilization. Obstetric outcome and health in children. Predictors of
preterm birth in twin pregnancies. Doctora Thesis. Department of Obstetrics and Gynaecology,
University of Goteborg, Géteborg

70



assisted reproduction technology in men with gaculatory dysfunction with specia reference to

spinal cord injury. Doctoral thesis, Karolinska Institute 1998. Claes Hultlin, Spinalis

Wolff H, Poalitch JA, Martinez A, Haimovici F, Hill JA, Anderson D J (1990) Leukocytospermiais
associated with poor semen quality. Fertil Steril 53:528-536

Yamamoto M, Yamada K, Hirata N, Hirayama A, Kashiwai H, Momaose H, Suemori T, Shiomi T, Hirao
Y, OkagjimaE (1997) Electrogjaculation and assisted reproductive techniques in the patients
with spinal cord injury. Jap J Urol 88:420-426

71



assisted reproduction technology in men with gaculatory dysfunction with specia reference to

spinal cord injury. Doctoral thesis, Karolinska Institute 1998. Claes Hultlin, Spinalis

Fig 3. Algorithm for infertility treatment of couples with SCI
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This figure describes the actual treatment protocol of patientsin this study. Number of patients
areindicated in brackets, as well as outcomes. Note that the algorithm is not to be seen asa
recommendation of the optimal treatment protocol, but merely to summarises the protocol used in
this study (January 1991- September 1997). See discussion for further comments.
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SOME BACKGROUND ON NORMAL PHY SIOLOGY

Normally, each month afollicle develops in the ovary and bursts about 14 days after menstruation. Thisis
called ovulation and is a process that some women feel. The follicleis then usually 20 to 26 mmin size
but the egg it containsis only 0.1 mm in size. Growth of the follicle is controlled by the pituitary gland
through the hormone FSH (Follicle Stimulating Hormone). The signal that ovulation should occur also
comes from the pituitary in the form of arapid release of the hormone LH (Luteinising Hormone,
ovulating hormone). Normally, the egg is released from the follicle into the oviduct. With the help of fine,
hair-like cilia, the egg is transported to the uterus. Fertilisation occurs in the oviduct to which sperm have
swum viathe uterus. After fertilisation, the egg divides and is known as an embryo. The embryo grows
and becomes fixed in the uterus about one week after ovulation if a pregnancy occurs.

IN VITRO FERTILISATION (IVF)

If the oviducts are damaged or missing, the IVF method can be used. The expression means " fertilisation
in glass’ although the expression "test tube fertilisation” is often used. The principle of IVF isthat eggs
are removed from the ovaries and are combined with the man’s spermto alow fertilisation. If fertilisation
and division of the egg occur, the egg is returned to the uterus so that it can grow and result in a
pregnancy. The processis carried out as follows.

HORMONE STIMULATION

In principle, one should be able to remove one single egg that devel ops normally each month and use it
for IVF. Thiswas what was done in 1978 when the first IVF baby was born. However, if only one egg is
used, the chances of a pregnancy are very small. Through hormone stimulation, one can produce many
eggs and increase the chances significantly. In the most common form of hormone stimulation, one first
blocks the woman’ s own hormone production using a nasal spray (Suprecur or Suprefact) for 2-4 weeks.
After checking that the hormones are blocked (" down-regulation”), hormone stimulation is begun with
injections containing FSH (Gonal For Puregon). Since this causes a strong stimulation of the ovaries, one
must therefore monitor the process very carefully to avoid overstimulation. Monitoring is carried out by
analysing oestrogen levels (the female sex hormone) in blood samples and by using ultrasound
examinations. When the hormone stimulation draws to an end, a number of follicles have usually
developed in both the ovaries with sizes of more than 18 mm. Then an injection of Profasi (" evening
injection”) is given to signal that ovulation should occur in the same way as when LH is released
normally. Thisinjection starts abiological clock and ovulation begins after 39-40 hours. Thisiswhy the
eggs are retrieved after 36-37 hours.

EGG RETRIEVAL

Egg retrieval is performed using ultrasound-guided puncture of the ovaries. The ultrasound probeis
inserted into the vagina and the follicles in the ovaries can be seen on a TV screen. Following local
anaesthesia of the vaginal wall, athin needle can be pushed from the vagina into the ovaries to suck out
follicle fluid that contains the egg. In the laboratory, this fluid is investigated under a microscope and the
egg isisolated. On average, 5-10 eggs are obtained.

SPERM SAMPLES
On the same day as the egg removal, the man provides a sperm sample. This must be further processed to
be used for IVF. Normally, sperm swim up from the vagina, through the uterus and into the oviducts
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where fertilisation occurs. During this process, the sperm become separated from the seminal fluid. This
isimportant since seminal fluid has been shown to stop fertilisation of the egg. Therefore, one must carry
out this separation in the laboratory. Thisis performed using a method called ”swim up”. A nutrient
solution is carefully layered over the sperm samplein atest tube. After awhile, some of the sperm have
swum up into the solution and can be used for IVF. The seminal fluid remainsin the test tube.

FERTILISATION AND CULTURING

About 20 000 sperm are added to each egg. One of these will fertilise the egg in the same way as normally
occursin the oviduct. The number of fertilised eggs varies from one treatment to the next, depending on
the degree of maturity of the egg and the quality of the sperm sample. On average, 60-80% of the eggs are
fertilised. Thisiswhy it is suitable to retrieve more than four eggs.

The eggs and sperm are stored in an incubator that produces a similar environment to that in the oviduct.
The salinity, acidity, temperature, humidity and carbon dioxide level are carefully regulated. The eggs and
sperm remain in a solution that contains nutrient substances including sugar. Antibiotics are al'so added to
reduce the risk of bacterial growth in the nutrient solution. All thiswork is carried out asepticaly.

Eggs and sperm are cultured for two to three days in the incubator. After the first day, the eggs are
examined under a microscope for signs of fertilisation. At the same time, the nutrient solution is changed.
After the second day, a check is made to seeif division has occurred. If the culturing has been successful,
the egg will have divided and usually contains between 2 and 4 cells on the second day. The eggs are now
called embryos (or pre-embryos).

EMBRY O TRANSFER

Then it istime to return the treated and divided eggs to the uterus (a process called embryo transfer).
From the patient’ s point of view, thisis asimple procedure that can be compared to a gynaecol ogical
examination. The embryos are sucked up into a very thin plastic tube (catheter) and the tip of the catheter
is carefully inserted into the uterus. The embryos are then injected into the uterusin adrop of nutrient
solution. The position of the catheter is monitored by ultrasound and one can often see the position of the
egg in the uterine cavity. A maximum of two embryos are transferred, even though more may be available.
If we transfer two embryos, there is a good chance of pregnancy being established. If there are many
embryos, those that appear to have the best chance of developing a pregnancy are chosen, i.e. those which
have divided most, those that have the healthiest looking cells etc.

RISKS

Thereis minimal risk associated with hormone stimulation and egg removal. Treatment is carried out on
an outpatient basis. Monitoring with hormone analyses and ultrasound checks are intended to avoid
overstimulation of the ovaries.

CONTROL FOLLOWING EMBRY O TRANSFER

One prerequisite for the egg to " stick” is that the uterine membranes are receptive. Thisis hormone-
controlled. Therefore, we normally prescribe hormone injections (Progesteron). It isimportant to detect at
an early stage if the IVF treatment has resulted in a pregnancy since the risk for ectopic pregnanciesis
dlightly greater than normal. Of those women who have become pregnant with IVF, 2-3% can be expected
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to have ectopic pregnancies. Thisis due to the fact that women who undergo IVF often have damaged
oviducts where the embryo can get stuck. Therefore, blood tests are taken during the period following
embryo transfer. If an increased level of hCG (the pregnancy hormone) is detected, we then prescribe an
ultrasound examination soon thereafter to check that the pregnancy isin the uterus asit should be. In the
unlikely event of an ectopic pregnancy, treatment can begin before the woman experiences any
discomfort.

CHANCES OF SUCCESS

At Huddinge Hospital Gynaecological Clinic, the chances of actually having a child have remained stable
at 22-25% per started treatment over the last six years. Unfortunately, the most likely result of asingle
IVF treatment is not a pregnancy. However, within a series of three IVF treatments, we expect to succeed
in about 50% of the cases. Before the couple start the first 1VF treatment, they should consider whether
the often tough IVF treatment is worth the effort, considering that many treatments fail.

The likelihood of giving birth to a defective child after IV F treatment is no greater than for corresponding
fertile groups. However, therisk, or the chance, for twins, is significantly higher if IVF resultsin a
pregnancy. In our clinic, one pregnancy in five has resulted in twins. No triplet pregnancy has been
established the last three years.
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FREEZING OF EMBRY OS

Often, many more than the two embryos that are transferred to the uterus are produced. We can now
freeze extra embryos. One prerequisite for thisis that the embryos are of ”"good quality”, i.e. they look
very even and healthy under the microscope. If the treatment in question does not result in pregnancy,
frozen embryos can be used for the next treatment. After thawing the frozen embryas, they can be
introduced during a normal menstruation cycle, two days after ovulation, i.e. the treatment is much
simpler. Embryo freezing can be carried out for 10-20% of couples. More information will be given on
your first visit here.

PSYCHOLOGICAL ASPECTS

Before a couple has come as far as I VF treatment, they have often wandered along and difficult route via
examinations and treatments that have meant much waiting and swings between hope and desperation.
The sorrow of not being able to have one’'s own biological child can be hard to handle. Sometimes, the
situation affects the couple’ s relationship and sexuality. Even if childlessness is the combined problem of
the couple, one of the two can experience the situation as harder than the other. People have different
ways of handling their difficulties, sadness and disappointments and sometimes it can be difficult to
understand each other’ s reactions.

IVF treatment means new hope. However, perhaps both parties are not sufficiently in balance for the
demanding treatment. Perhaps neither one is prepared to handle the disappointment that many will
experience. The parties need to talk with each other about their feelings. They need to try and express
their fears and expectations. The attitude to adoption or a continued life without children also needs to be
discussed.

Sometimes one can feel that relatives and friends do not understand the problems associated with
childlessness. One may decide not to inform them. If one has the strength to talk to them about the
situation and feelings, they can often provide significant support.

Sometimesit is helpful to talk to a complete outsider. At Huddinge Hospital Gynaecological Clinic and,
for patients from abroad, at the local hospital, social workers are available for supportive discussions. One
can also contact IRIS (Association for the Infertile in Sweden) which can provide advice and support.
Their addressis Box 34, 860 35 Soraker, telephone 060-408 64, telefax 060-408 74.
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ID Level of lesion Sperm count % motile % normal
and ASIA morphology
impairment grade
1 C4A 114 5.0 5.0
2 C5A 342.0 9.0 1.0
3 C5A 420.0 28.0 54.5
4 C5C 473.8 10.0 27.0
5 C5C 327.2 18.1 62.0
6 C6A 94.6 7.0 1.0
7 C6A 0.0 0.0 0.0
8 c6B 160.4 31.8 51.5
9 c6B 632.5 10.0 450
10 C6/C7 978.0 7.7 58.0
11 C6/C7 A 2211 233 56.5
12 C6/C7 0.0 0.0 0.0
13 C7A 50.0 1.0 20.5
14 C7A 205.4 224 453
15 C7A 185.9 174 61.5
16 C7B 470.0 10.0 22.0
17 Cc7B 39.0 13.8 7.5
18 Th3 A 27.6 88.1 46.5
19 Th3 A 108.5 26.2 195
20 Thd A 70.6 28.0 1.0
21 Thd A 245 36.0 345
22 Thé A 439.0 13.0 45.0
23 Thé A 409.6 9.5 495
24 Thé A 12.6 10.0 135
25 Th7 A 210.0 32.0 37.0
26 Th7 A 0.0 0.0 4.0
27 Th8/Th9 A 497.3 5.0 1.0
28 Tho A 150.0 5.0 30.0
29 Th9 A 109.8 14.6 27.0
30 Th9 B 182.3 43.0 48.0
31 Tho C 267.1 17.3 15.0
32 Th10A 0.0 0.0 28.5
33 Th10 A 0.0 0.0 0.0
34 Th10A 0.0 0.0 0.0
35 Th10B 7.0 30.0 4.0
36 Thil A 694.0 14.0 55.5
37 ThilliB 129.6 9.9 58.5
38 ThilcC 312.8 6.0 46.0
39 Thi2 A 345 115 67.0
40 Thi2 A 6.0 10.0 22.0
41 Thi2 A 94.1 8.0 18.3
42 Th12B 170.0 5.0 6.0
43 Thi2C 96.0 1.0 12.0
a4 L3 D cauda 289.6 32.0 60.8
45 L3/L4B 385 3.9 34.0

If more than one semen retrieval has been performed, the mean value is entered.
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