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Abstract
Varicocele is characterized by abnormal tortuosity and dilation of the veins of the pam-
piniform plexus within the spermatic cord. Although several reports show the mecha-
nisms by which the varicocele exerts its infertility impact, the exact pathophysiology for 
varicocele-induced inflammation and its relationship with testicular endocrine disruption 
remain largely unknown. This review article will update previous findings by discuss-
ing the pathophysiology of long term-induced varicocele in rats. Testicular endocrine 
disruption in experimentally-induced varicocele, new findings related to biochemical 
alterations in germinal epithelium, and sperm cells apoptosis are highlighted. Recent 
observations show that varicocele down-regulates first and second maturation divisions, 
results in Leydig and Sertoli cell inflammation, and increases immune cell infiltration in 
the testes of the rat as an animal model. Ultimately, previous findings of our laboratory 
have revealed that varicocele decreased sperm motility, viability and severe DNA dam-
age. Damage in sperm significantly lowers the animal’s fertility potential. Varicocele not 
only exerts its pathologic impact by lowering the testicular antioxidant capacity but it 
also down-regulates first and second maturation divisions by exerting biochemical altera-
tions such as reducing the intracytoplasmic carbohydrate ratio in germinal epithelium.      
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Introduction 
According to clinical reports, varicocele is observed 

in 10-20% of the male population, 35-40% of males 
with primary infertility problems, and up to 80% of 
men with secondary infertility (1, 2). Annually, 20000 
to 40000 infertile men undergo surgery for varicocele 
(3). Despite numerous studies that emphasize the re-
lation between varicocele and infertility, there are 
many unsolved questions that remain about the patho-
physiology of this impairment. Several studies have 
shown that varicocele actually causes approximately 
35-40% of testicular dysfunction such as damaged 
seminiferous tubules, a remarkable decrease in Ley-
dig cell distribution and severe testosterone decline 
in humans (4) and animals, which result in abnormal 
spermatogenesis and tubules with increased cellular 
apoptosis (5-7). Increased sperm damage occurs ap-
proximately twice (70-85%) as much as seen in tes-
ticles and presents as significant decreases in sperm 
count, motility, viability and remarkable elevations in 
sperm abnormalities (5, 8, 9). One can hypothesis that 
the varicocele-induced damages are progressive and a 

simple pathological analysis of the testicles does not 
clarify the depth of varicocele-dependent derange-
ments. Thus, the present review focuses on the lat-
est finding of various aspects of varicocele in relation 
to male infertility in humans. These findings will be 
compared to the results from our laboratory using rat 
models with induced varicocele in terms of germinal 
and sperm cell apoptosis, antioxidant status, inflam-
mation, endocrine function, biochemical changes 
in carbohydrates, and lipid foci accumulation in the 
germinal epithelium (6-8). Finally, the varicocele-
induced impact on in vitro fertilizing potential of rats 
will be clarified. 

Current understanding about varicocele patho-
physiology

Varicocele develops from retrograde blood flow 
through the internal spermatic and cremasteric veins 
into the pampiniform plexus. According to previous 
observations the venous retrograde blood flow is at-
tributed to the absence of and/or incomplete valves 
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(10, 11). In particular, the reversed blood may lead 
to severe damage to testicles, partly by two mecha-
nisms: significant resistance to blood flow as meas-
ured by the resistive index of capsular branches in 
varicocele patients (8, 12) and increased scrotal tem-
perature which at least can promote heat-dependent 
apoptosis (13). Other findings have illustrated that 
following retrograde blood circulation, the multiple 
pathophysiologic derangements such as damaged en-
docrine system, biochemical changes and oxidative 
stress (6, 14, 15) enhance varicocele-induced impair-
ments. In this regard studies on animal models aim to 
clarify the pathways where varicocele provokes bio-
chemical changes. Left varicocele induction is used in 
various studies on animal models in order to induce 
blood flow into pampiniform plexus (3, 5). We have 
reduced the left renal vein diameter to less than one 
mm by ligating the junction of the adrenal and sper-
matic veins. Then, the anastomotic branch between 
the left testicular vein and the left common iliac vein 
was ligated (6, 7).

Apoptosis in spermatogenesis cell lineage
Spermatogenesis is a proliferative process in which 

millions of spermatozoa are produced daily. Apopto-
sis occurs in both pathologic and physiologic condi-
tions as a unique pathway in order to control normal 
spermatozoa development. In physiologic conditions, 
apoptosis depends on the capacity of Sertoli cells and 
mainly occurs in order to eliminate defective germ 
cells. Thus, it can be considered a critical mechanism 
to estimate infertility in men (16, 17).

There are many pathways that result in apoptosis in 
the germinal epithelium; these processes seem to be 
synchronized in three levels - cellular membrane (18), 
cytoplasmic (19) and nuclear (20). Apoptosis can 
affect all three classes of cellular lineages, the sper-
matogonia, spermatocytes and spermatids (16). At 
the cell membrane level there are specific membrane 
receptors which mediate death signals of the tumor 
necrosis factor receptor family, known as the Fas and 
Fas ligand (17, 21). Apoptotic cells are recognized by 
Sertoli cells through binding their membrane receptor 
to phosphatidylserine, which appears on the surface 
of the apoptotic germ cells. In this situation the death 
germ cells are then rapidly phagocytized by Sertoli 
cells (22, 23).

At the cytoplasmic level there are signal transduc-
tion pathways that involve cysteine proteases called 
caspases (23). At the nuclear level there are specific 
apoptosis regulatory genes such as P-53 and Bcl-2 
(24-26). The P-53 tumor suppressor gene responds to 
DNA damage and temporarily arrests the cell division 

cycle at the G1 phase. As a result, P-53 provokes the 
DNA recovery process (17). However, if the DNA 
damage is irreparable, P-53 will stimulate cellular ap-
optosis via the Fas receptor complex (22). As previ-
ously mentioned, varicocele promotes its pathological 
impact via induction of apoptosis through nuclear and 
cell membrane levels. We have recently found that in 
long-time varicocele-induced rats the intracytoplas-
mic carbohydrates and lipids indirectly participate in 
germinal cell apoptosis (7).

Biochemical changes in germinal epithelium and 
relation with apoptosis at the cytoplasmic level

Although there are several reports for nuclear and 
membrane level apoptosis in varicocele, herein we 
discuss apoptosis at the cytoplasmic level. In the case 
that Fas binds to its ligand on Sertoli cells, the gener-
ated union forms a complex on the inner surface of the 
cell which is known as the death-inducing signaling 
complex that involves procaspase-8. By this mecha-
nism the physiologic elimination of abnormal germi-
nal cells occurs by apoptosis, which is in line with the 
Sertoli cells physiologic capacity to control normal 
spermatogenesis (24). Independent to these findings, 
the glucose transporters I, II, III, IV and VIII mainly 
mediate transportation of glucose in the spermato-
genesis cell lineage (26-28). Since spermatogenesis 
develops by remarkable utilization of carbohydrates 
as a main source of energy, any disruption in glucose 
and/or hexose carbohydrate transport and/or metabo-
lism can promote apoptosis and cellular degeneration 
in these series of cells (7, 29, 30). Our most recent 
findings have shown that varicocele-induced rats had 
significantly decreased carbohydrate content in the 
spermatogenesis cells versus control animals (7). The 
cells with faint cytoplasmic carbohydrate content had 
increased lipid accumulation, at the same time Sertoli 
cells exhibited a high intracytoplasmic lipid content. 
In order to explain how varicocele causes enhance-
ment of lipid accumulation in these mentioned cells, 
one should note, that the lipid supplement in Sertoli 
cells differs depending on various conditions (Fig.1A-
D). For instance, when the Sertoli cells begin phago-
cytosis of residual bodies or damaged cells, the ratio 
of lipids increases in the cytoplasm of these cells (7, 
27, 31, 32). In addition, the varicocele-induced de-
rangements force the cells to switch principal energy 
from glucose to lipids. The newly selected source of 
energy will not be able to support cell demands for 
mitosis (7, 27, 33). Therefore, the cells with defective 
metabolisms that result from insufficient principal 
energy sources undergo apoptosis. Ultimately, the in-
volved Sertoli cells begin phagocytosis of the apop-
totic cells (Fig.2).
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Fig.1: Cross-section from the testes. A. Control group: note spermatogenesis cell lineage with negative Sudan-Black B stained cytoplasm 
(arrows). The area of spermatogenesis appears with dense reaction sites (head arrows). A comparison of varicocele-induced testis. B. The 
control group indicates that in non-varicocele-induced testis the spermatogenesis cell line shows faint lipid stained cytoplasm (arrows) 
and the spermiogenesis area (head arrows) has a dense stained pattern. Varicocele-induced testis is presented with darkly stained cells in 
all cell lineages (arrows and head arrows). C. Control group: note interstitial connective tissue (I) without edema, Sertoli cells with dense 
stained cytoplasm (head arrows), spermatogenesis cell lineage with powerful reaction for PAS staining which indicates high cytoplasmic 
carbohydrate supplement. D. varicocele-induced testis: note faint reaction for PAS. The spermatogonial cells have a negative reaction to 
PAS staining (head arrows). A, B: Sudan-black B staining; C, D: PAS staining, (×600). 

Fig.2: Energy dependent pathways in intact and varicocelized testes; Under normal conditions, glucose (GLU) is transferred the germinal 
cells via different GLU transporters, which supply enough energy for vital activities of cells such as germinal cell division. In contrast, lack 
of appropriate sources of energy forces the cells to switch energy sources from GLU to lipids. In order to use lipids the cells need adequate 
energy to synthesize essential enzymes such as lipase. In varicocele-induced animals synthesis of the lipase enzyme is down-regulated 
over time. Thus, the cells miss their ability to use the lipids as a secondary source of energy, which leads to remarkable reduction in cell 
division and continuation of vital functions. The induced impairments trigger cytoplasmic level apoptosis independent of the Fas pathway. 

A

C

B

D
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First and second maturation divisions arrest in 
varicoceles

There are physiologic correlations (supportive 
and nutritional) between Sertoli cells and spermat-
ocyte type I cells in the male reproductive system 
(34, 35). Spermatocyte type I cells are considered 
to be the precursor cells of spermatogenesis (34-
36). Any detrimental effect on these cells can dis-
rupt the first maturation division which in turn re-
sults in severe reduction in the population of cells 
that undergo second maturation division. Recently 
we have shown that long-term-induced varicocele 
in rats resulted in a significant reduction in the 
maturation division ratio. Accordingly, 58% of the 
tubules manifested with arrested second matura-
tion division and approximately 40-45% of the tu-
bules were revealed with stopped first maturation 
division after 8 months. The primary outcome was 
that the varicocele impacted not only by down-reg-
ulation of the first maturation division but it also 
decreased the second maturation division depend-
ent/independent to the first division of precursor 
cells (36).  

Possible mechanisms for maturation division 
arrest
Inflammation

Interleukins (ILs) play an essential role in normal 
testicular tissue. Physiologic levels of ILs regulate 
functions of Sertoli and Leydig cells (mainly ster-
oidogenesis) and participate in spermatogenesis 
(36-38). IL-1β generates severe oxidative stress 
in different tissues and its compensatory up-reg-
ulation in varicoceles testes is well known. Over 
expression of IL-1β in varicoceles can result in 
a remarkable increase of reactive oxygen species 
(ROS) levels which can cause an inflammatory 
response detrimental to testicular tissue (37). Pre-
viously, we have shown that varicocele increased 
ROS stress in a time-dependent manner. Animals 
in the eight month–induced varicocele group had 
remarkable increases in malondialdehyde (MDA) 
levels accompanied with severely reduced thiol 
molecule levels in testicles (6). Remarkably in-
creased poly- and mononuclear immune cell in-
filtration in connective tissue was observed in 
long-term varicoceles in a rat model. Beside these 
findings, our observations showed that Sertoli cells 
in varicocele-induced rats exhibited up-regulated 
intracytoplasmic alkaline phosphatase levels which 

suggested that Sertoli cells were directly influ-
enced by inflammation (7, 36). Any inflammatory 
detrimental effects on Sertoli cells would be able 
to influence spermatogenesis, particularly at the 
first maturation division (39, 40). These findings 
suggested that varicocele-induced inflammation 
negatively impacted Sertoli cell physiologic func-
tion by two mechanisms of extensive ROS stress 
(via the ILs pathway) and directly by influencing 
Sertoli cells (alkaline phosphatase positive Sertoli 
cells). Therefore, damaged Sertoli cells lost their 
physiologic correlation with the cells that partici-
pated in first and second maturation divisions.   

Endocrine system dysfunction 
A constant level of testosterone at normal con-

centrations has been clarified as an essential sub-
stance to initiate and promote spermatogenesis 
(41, 42). Serum levels of follicular stimulating 
hormone (FSH) and luteinizing hormone (LH or 
ICSH) are extremely important to promote Ser-
toli and Leydig cell endocrine function. As FSH 
increases, Sertoli cell synthesis of an androgen 
binding protein is needed to maintain the high 
concentration of testosterone (41, 43, 44). LH 
stimulates the Leydig cells to synthesize essen-
tial testosterone. Our experiments on long-term 
varicoceles in rats have shown a significant re-
duction in Leydig cell steroidogenesis. Accord-
ingly, the serum level of testosterone remarkably 
decreased in a time-dependent manner, particu-
larly eight months after varicocele induction, 
compared to control animals. The histopatho-
logical observations for long-term varicoceles 
testes in rats showed that Leydig cell distribu-
tion reduced after eight months. These cells 
were shown to exhibit vacuolated cytoplasms 
(7, 36). Although there are contradictory reports 
about the gonadotropin levels in varicoceles, 
long-term varicocele-induced rats had decreased 
serum levels of FSH and LH (7). This disorder 
might be attributed to the decreased feedback re-
sponse of Leydig and Sertoli cells to upper axis 
secreting hormones over time. Thus, it may be 
concluded that varicocele-induced dysfunction 
in the endocrine system affects spermatogenesis 
at both first and second maturation divisions by 
two mechanisms: a) directly influencing testicu-
lar endocrine cells as a-1; reducing Leydig cell 
distribution and steroid activity accomplished 
with a-2; and Sertoli cell dysfunction (which it-
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self largely depends on testosterone levels) as 
well as b) affecting hypophysis-gonadal axis 
feedbacks (Fig.3).

Fig.3: On intact testicular tissue the Leydig cell-produced testos-
terone promotes Sertoli cell physiologic function, which results 
in normal spermatogenesis and spermiogenesis processes. On 
varicocele-exposed testes, the varicocele -induced inflammation 
impacts the Sertoli cell physiologic role by inhibiting the testos-
terone synthesis from Leydig cells. The last impairment pro-
motes oxidant generation by two different pathways, including 
enhancing immune cell infiltration and elevating germinal cell 
derangement. 

Male infertility and oxidative stress
The correlation between oxidative stress and 

male infertility has been extensively studied (45, 
46). ROS include hydrogen peroxide and unstable 
free radicals with unpaired electrons in their outer 
orbits. It has been clarified that the mitochondria 
and plasma membranes of morphologically ab-
normal and damaged spermatozoa produce ROS 
through the nicotinamide adenine dinucleotide 
phosphate-dependent and nicotinamide adenine 
dinucleotide-dependent oxidoreductase systems, 
respectively (38). Considering that the duration of 
the complete spermatogenesis cycle in rats is 45 
days (39), normal levels of ROS play an essential 
role in physiological spermatogenesis, viability, 
capacitation and sperm motility (38, 47, 48). Ex-
cessive ROS generation and/or decreased total an-
tioxidant capacity (TAC) of the testicular tissue re-
sult in remarkable increases in ROS levels, which 
damages the spermatogenesis processes (6, 38, 
49). We have shown varicocele reduced testicu-
lar antioxidant capacity after eight months in rats 
by measuring TAC, total thiol molecules (TTM) 
and MDA levels. The MDA level can be defined 

broadly as a biomarker for ROS-induced lipid per-
oxidation. These findings have agreed with previ-
ous reports. For example, in some adolescent pa-
tients with varicocele, an increased level of MDA 
indicated extensive lipid peroxidation (50, 51). 

Reactive oxygen species and germinal cell de-
generation in varicocele

ROS elevation and/or TAC reduction in the tes-
ticular microenvironment of patients with varico-
cele have been reported (6, 46, 47, 51). The level 
of 8-Hydroxydeoxyguanosine (8-OHdG), a mark-
er of oxidative stress, and the incidence of 4977bp 
deletion called "common deletion" (mtDNA4977) 
in mitochondria are increased in varicocele pa-
tients. These impairments have been shown to be 
reversed in patients subjected to varicocelectomy 
(52, 53). In addition, the end products of lipid per-
oxidation, such as aldehydes, are alkylating agents 
that damage cellular DNA and form adducts with 
proteins that initiate apoptosis (38). Most recently 
we have shown that the testes samples obtained 
from six- and eight-month varicocele-induced rats 
had decreased TAC and TTM levels associated 
with severe germinal epithelium degeneration (6). 
A remarkable increase in damaged precursor cells 
(spermatogonia and spermatocytes), apoptotic 
spermatozoa and high infiltration of immune cells 
in testicular tissue, led to a change in the balance 
between ROS generation and testicular anti-oxida-
tive status. Therefore, animals in the eight-month 
varicoceles group had the highest level of oxida-
tive stress. Possibly, not only the direct varicocele-
induced damages led to severe ROS generation but 
also the generated ROS in turn enhanced damage 
by impairing cells via genomic, mitochondrial and 
lipid peroxidation-dependent pathways. 

Correlation between increased venous pres-
sure-induced oxidative stress and nitric oxide 
(NO) in varicocele

Locally produced NO is known to be involved in 
the regulation of testicular vasculature. In testicu-
lar tissue, NO is synthesized from L-arginine by 
the catalytic activity of two main isoforms of NO 
synthase-endothelial and inducible NO synthase 
(NOS). Leydig cells and vasculature of the testes 
are responsible for the expression of endothelial 
NOS forms. In varicocele testes, the expression of 
inducible NOS is enhanced to maintain testicular 
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arterial blood flow as a protective mechanism to 
elevate blood circulation, which may be detri-
mental to spermatogenesis. In some adolescent 
patients with varicocele, increased MDA levels 
occur together with elevated NO levels, which 
indicate excessive lipid peroxidation (36). Reac-
tion between produced NO with superoxide ani-
ons results in peroxynitrite and peroxynitrous 
acid generation, which act as powerful oxidants 
(36, 49, 50). Therefore, it can be concluded that 
previously produced severe oxidative stress in 
varicoceles reverses the protective role of NOS 
into degenerative impact by yielding perox-
ynitrite and peroxynitrous acid. The generated 
agents promote oxidative stress-dependent dis-
orders such as DNA damage in varicocelized 
testes. On the other hand, several studies have 
shown that NOS plays an important role in pro-
voking heat-dependent apoptosis. Accordingly, 
the "knock out" of NOS in mice results in im-
proved spermatogenesis, elevated sperm output 
as well as resistance to heat-induced apoptosis 
(49, 50). NOS exerts it pathological impact not 
only by enhancing oxidative stress-dependent 
disorders, In addition, the produced NOS in var-
icocele can increase heat-induced apoptosis in 
testicular tissue.

Reactive oxygen species and sperm cell physiology 
in varicocele

Low amounts of ROS can regulate normal sperm 
function. Exposure of human spermatozoa against 
low levels of ROS enhances the sperms’ ability to bind 
the zona pellucida of the oocyte, whereas the presence 
of antioxidants reverses this situation (54). Although 
incubation of sperm with low amounts of oxidants 
such as H2O2 can promote sperm capacitation and 
hyperactivation, the abnormal increased ROS levels 
pathologically impact sperm. Every ejaculation in hu-
mans and even in rodents contains potential sources 
of ROS, which induce oxidative damage to sperm. 
The extent of damage largely depends on the amount, 
duration of exposure, and nature of the oxidants. For 
example the lipid peroxidation of sperm plasma mem-
brane, immobility and DNA disintegrity enhance 
depending on the duration of exposure to ROS and 
extracellular factors such as ions (54, 55). In order to 
evaluate the effect of long-term induced varicocele on 
sperm parameters, the epididymis of the animals were 
dissected out and the caudal section of the epididy-
mal tissue minced in Ham’s F10 culture medium. The 

sperm were incubated at 37˚C under 5% CO2. Vital 
staining of these sperm showed decreased viability 
by the time after varicocele induction, which paral-
leled MDA elevation. The sperm motility and DNA 
integrity decreased in long-term varicocele-induced 
rats. Accordingly, the Comet assay for DNA fragmen-
tation showed the highest level of DNA damage in 
eight-month varicoceles rats (6). Figure 4-A and B 
show sperm DNA damage. The link between ROS 
and reduced motility in sperm may be explained by a 
cascade of events that result in a decrease in axonemal 
protein phosphorylation as well as oxidant diffusion 
across the cellular membrane to inhibit the activity of 
enzymes such as glycerol-3-phosphate dehydroge-
nase (GPDH). Therefore, the antioxidant defense of 
sperm decreases, which in turn results in peroxidation 
of membrane phospholipids (Fig.5) in addition to a 
severe reduction in sperm motility (6, 55-57).

Fig.4: Epi-fluorescent architecture of rat sperm by the Comet 
assay. A. Sperm from the control group; the green spots with-
out any tails are normal sperm. B. Sperm collected from the left 
testes of varicocelized rats with intensive DNA fragmentation. 
The spots with tails indicate DNA fragmentation. Comet assay 
(×1000).

A

B
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Fig.5: The varicocele (VCL), both by increasing oxidative stress 
and down-regulating antioxidant capacity, enhance germinal epi-
thelium degeneration which results in abnormal spermiogenesis. 
Damaged spermiogenesis-induced DNA de-condensation associ-
ated with plasma membrane peroxidation via increased reac-
tive oxygen species (ROS) enhances sperm DNA disintegrity and 
mortality. Oxidative stress-induced damages in sperm axonemal 
proteins lower sperm motility. Taken together, the sperm ferti-
lizing potential reduces over time, which leads to a low in vitro 
fertilization (IVF) outcome in varicocele patients. 

Reactive oxygen species-induced damages in 
sperm and in vitro fertilizing ability 

Reports indicate that any disorder which leads 
to a failure in epididymal sperm maturation pro-
cesses causes disorders to sperm fertilizing ability 
(58-60). Developments of spermatozoal ability to 
expose forward motility, such as undergoing ca-
pacitation and penetration in the zona pellucida 
of the oocyte, are examples of several important 
properties required by the spermatozoa during 
epididymal sperm passage (61). In order to ana-
lyze the effect of long-term induced varicocele on 
in vitro fertilization (IVF) outcome of animals, 
samples that contained spermatozoa were pre-
pared from sperm suspensions as mentioned earli-
er. Then, 0.1 ml from superficial sperm of suspen-
sions was added to 150 μl of tissue culture medium 
(TCM) that contained the oocytes delivered from 
superovulated normal rats. A drop of medium with 
2 oocytes was allocated with a 10 μl sperm sus-
pension (total: 80000 sperm). For each animal, 20 
oocytes were divided into 10 drops. Observations 
showed that the animals in six- and eight-month 
varicocele-induced groups had the lowest IVF out-
comes. In this regard our previous studies showed 
that the plasma membrane unsaturated fatty acid 
of sperm have undergone severe damage follow-
ing varicocele induction (6). These unsaturated 
fatty acids are essential to give fluidity to the plas-
ma membrane in order to participate in membrane 

fusion events associated with fertilization. When 
the associated double bonds with unsaturated fatty 
acids are deformed, membrane fluidity decreases, 
leading to a consequent loss of sperm function. 
Of note, the lowest results for IVF outcome have 
been shown after eight months. Previous observa-
tions showed that embryo development negatively 
correlated with the level of DNA fragmentation 
in the germ line (62). Studies showed that DNA-
damaged sperms could not fertilize the oocyte (62, 
63). According to our findings, sperm from varico-
celes rats caused some of the fertilized oocytes to 
discontinue division in the two-cell embryo phase 
whereas others were not fertilized at all. Thus, it 
might be suggested that the loss of fertilizing po-
tential and remarkable reduction in embryonic cell 
division could be attributed to severe reduction 
in plasma membrane fluidity as well sperm DNA 
damage (Fig.5).

Conclusion
Varicocele associated infertility depends on a 

cascade of evidence that includes germinal cell ap-
optosis at the cytoplasmic, nuclear and membrane 
levels both in human and animal models. Damages 
that follow experimentally induced varicocele are 
enhanced. They not only depend on the testicular 
antioxidant status but also the reduced testicular 
endocrine function promotes these disorders by 
stimulating immune cell-dependent inflammation. 
Finally, development of varicocele-reduced semen 
quality is time-dependent and negatively impacts 
sperm fertilizing potential in animal models.

References
1. Schlesinger MH, Wilets IF, Nagler HM. Treatment out-

come after varicocelectomy. Urol Clin North Am. 1994; 
21(3): 517-529.

2. Kamal KM, Javeri K, Zini A. Microsurgical varicocelectomy 
in the era of assisted reproductive technology: influence 
of initial semen quality on pregnancy rates. Fertil Steril. 
2001; 75(5): 1013-1016.

3. Turner TT. The study of varicocele through the use of ani-
mal model. Hum Reprod Update. 2001; 7(1): 78-84. 

4. Rajfer J, Turner TT, Rivera F, Howarrds SS, Sikka SC. 
Inhibition of testicular testosterone biosynthesis following 
experimental varicocele in rats. Biol Reprod. 1987; 36(4): 
933-937.

5. Saalu LC, Oguntola JA, Babalola OS, Oyewopo AO. Re-
versal of experimental varicocele-induced testicular tox-
icity by L-ascorbate in rats. Afr J Biotechnol. 2009; 8(6): 
965-970.

6. Dada R, Shamsi MB, Venkatesh S, Gupta NP, Kumar R.  
Attenuation of oxidative stress & DNA damage in varico-
celectomy: implications in infertility management. Indian J 
Med Res. 2010; 132(6): 728-730.



Int J Fertil Steril, Vol 9, No 2, Jul-Sep 2015               148

Razi and Malekinejad

7. Razi M, Sadrkhanlou RA, Malekinejad H, Sarrafzadeh-
Rezaie F. Testicular biohistochemical alterations following 
experimental varicocele in rats. Iran J Reprod Med. 2012; 
10(3): 209-218. 

8. French DB, Desai NR, Agarwal A. Varicocele repair: does 
it still have a role in infertility treatment?. Curr Opin Obstet 
Gynecol. 2008; 20(3): 269-274.

9. Simon L, Brunborg G, Stevenson M, Lutton D, McManus 
J, Lewis SEM. Clinical significance of sperm DNA damage 
in assisted reproduction outcome. Hum Reprod. 2010; 
25(7): 1594-1608. 

10. Comhaire F, Simons M, Kannen M. Testicular arterial per-
fusion in varicocele: the role of rapid sequence scintigra-
phy with technetium in varicocele evaluation. J Urol. 1983; 
130(5): 923-926. 

11. Coolsaet BL. The varicocele syndrome: venography de-
termining the optimal level for surgical management. J 
Urol. 1980; 124(6): 833-839.

12. Unsal A, Turgut AT, Taskin F. Resistance and pulsatility 
index increase in capsular branches of testicular artery: 
indicator of impaired testicular microcirculation in varico-
cele?. J Clin Ultrasound. 2007; 35(4): 191-195.  

13. Lue YH, Hikim AP, Swerdloff RS, Im P, Taing KS, Bui T, et 
al. Single exposure to heat induces stage-specific germ 
cell apoptosis in rats: role of intratesticular testosterone on 
stage specificity. Endocrinology. 1999; 140(4): 1709-1717.

14. Weese DL, Peaster ML, Himsl KK, Leach GE, Lad PM, 
Zimmern PE. Stimulated reactive oxygen species gen-
eration in the spermatozoa of infertile men. J Urol. 1993; 
149(1): 64-67.

15. Sharma RK, Pasqualotto FF, Nelson DR, Thomas AJ Jr, 
Agarwal A. The reactive oxygen speciestotal antioxidant 
capacity score is a new measure of oxidative stress to 
predict male infertility. Hum Reprod. 1999; 14(11): 2801-
2807.

16. Sinha-Hikim AP, Swerdloff RS. Temporal and stage spe-
cific effects of recombinant human follicular stimulating 
hormone on the maintenance of spermatogenesis in gon-
adotropins releasing hormone antagonist treated rat. En-
docrinology. 1995; 136(1): 253-261. 

17. Marmar JL. The pathophysiology of varicoceles in the light 
of current molecular and genetic information. Hum Reprod 
Update. 2001; 7(5): 461-472. 

18. Brinkworth MH, Weinbauer GF, Bergmann M, Nieschlag 
E. Apoptosis as a mechanism of germ cell loss in elderly 
men. Int J Androl. 1997; 20(4): 222-228. 

19. Lin WW, Lamb DJ, Wheeler TM, Abrams J, Lipshultz LI, 
Kim ED. Apoptotic frequency is increased in spermato-
genic maturation arrest and hypo spermatogenic states. 
J Urol. 1997; 158(5): 1791-1793. 

20. Allan DJ, Harmon BV, Kerr JFR. Cell death in spermato-
genesis. In: Potten CS, editor. Perspectives on mamma-
lian cell death. Oxford: Oxford University; 1987; 229-258.

21. Lee J, Richburg JH, Shipp EB, Meistrich ML, Boekelheide 
K. The fas system, a regulator of testicular germ cell apop-
tosis is differentially up-regulated in Sertoli versus germ cell 
injury of the testis. Endocrinology. 1999; 140(2): 852-858.

22. Nakanishi Y, Shiratsuchi A. Phagocytic removal of apop-
totic spermatogenic cells by Sertoli cells: mechanisms 
and consequences. Biol Pharm Bull. 2004; 27(1): 13-16.

23. Thornberry NA, Lazebnik Y. Caspases: enemies within. 
Science. 1998; 281(5381); 1312-1316.

24. Fuchs EJ, McKenna KA, Bedi A. P53-dependent DNA dam-
age-induced apoptosis requires Fas/APO-1 independent 
activation of CPP32beta. Cancer Res. 1997; 57(13): 2250-
2554.

25. King KL, Cidlowski JA. Cell cycle regulation and apopto-
sis. Annu Rev Physiol. 1998; 60: 601-617.

26. Yin Y, Hawkins KL, DeWolf WC, Morgentaler A. Heat 
stress causes germ cell apoptosis in adult mice. J Androl. 
1997; 18(2): 159-165.

27. Kokk K, Verajankorva E, Wu XK, Tapfer H, Põldoja E, 
Pöllänen P. Immunohistochemical detection of glucose 
transporters class I subfamily in the mouse, rat and hu-
man testis. Medicina (Kaunas). 2004; 40(2): 156-160.

28. Wood IS, Trayhurn P. Glucose transporters (GLUT and 
SGLT): expanded families of sugar transport proteins. Br 
J Nutr. 2003; 89(1): 3-9.

29. Fraooqui SM, Al-Bagdadi F, O‘Donnell JM, Stout R. De-
generative changes in spermatogonia are associated with 
loss of glucose transporter (Glut3) in abdominal testis of 
surgically induced unilateral cryptorchidism in rats. Bio-
chem Biophys Res Commun. 1997; 236(2): 407-412.

30. Razi M, Najafi G, Feyzi S, Karimi A, Shahmohamadloo 
S, Nejati V. Histological and histochemical effects of Gly-
phosate on testicular tissue and function. Iran J Reprod 
Med. 2012; 10(3): 181-192. 

31. Malekinejad H, Mirzakhani N, Razi M, Cheraghi H, Ali-
zadeh A, Dardmeh F. Protective effects of melatonin and 
Glycyrrhiza glabra extract on ochratoxin A– induced  dam-
ages on testes in mature male rats. Hum Exp Toxicol. 
2011; 30(2): 110-123. 

32. Munoz EM, Fogal T, Dominguez S, Scardapane L, Piezzi 
Rs. Ultrastructural and morphometric study of the Sertoli 
cell of the viscacha (Lagostomus maximus maximus) dur-
ing the annual reproductive cycle. Anat Rec. 2001; 262(2): 
176-185.

33. Farooqi IS, O’Rahilly S. Monogenic human obesity syn-
dromes. Recent Prog Horm Res. 2004; 59: 409-424.

34. Cole HH, Cupps PT. Reproduction in domestic animals. 
New York: Academic Press; 1977.  

35. Li H, Dubocq F, Jiang Y, Tiguert R, Gheiler EL, Dhabuwala 
CB. Effect of surgically induced varicocele on testicular 
blood flow and Sertoli cell function. Urology. 1999; 53(6): 
1258-1262.

36. Razi M, Sadrkhanlou RA, Malekinejad H, Sarrafzadeh-
Rezaie F. Histological impact of long term Varicocele-
induction on right and left testes in rat (evidence for the 
reduction of sperm quality and mating abilities). Veterinary 
Journal Forum. 2011; 2(3): 189-201.

37. Nallella KP, Allamaneni SS, Pasqualotto FF, Sharma RK, 
Thomas AJ Jr, Agarwal A. Relationship of interleukin-6 
with semen characteristics and oxidative stress in patients 
with varicocele. Urology. 2004; 64(5): 1010-1013.

38. Agarwal A, Sharma RK, Desai NR, Parabakaran S, Ta-
vares A, Sabanegh E. Role of oxidative stress on patho-
genesis of varicocele and male infertility. Urology. 2009; 
73(3): 461-469. 

39. Peirce EJ, Breed WG. A comparative study of sperm pro-
duction in two species of Australian arid zone rodents 
(Pseudomys australis, Notomys alexis) with marked differ-
ences in testis size. Reproduction. 2001; 121(1): 239-247.

40. Sarkar O, Bahrainwala J, Chandrasekaran S, Kothari S, 
Mathur PP, Agarwal A. Impact of inflammation on male 
fertility. Front Biosci (Elite Ed). 2011; 3: 89-95.

41. Shiraishi K, Naito K. Generation of 4hydroxy-2-nonenal 
modified proteins in testes predicts improvement in sper-
matogenesis after varicocelectomy. Fertil Steril. 2006; 
86(1): 233-235.

42. Naughton CK, Nangia AK, Agarwal A. Pathophysiology of 
varicoceles in male infertility. Hum Reprod Update. 2001; 
7(5): 473-481.

43. Sofikitis N, Miyagawa I. Experimental models for the study 
of varicocele: a selected review. Jpn J Fertil Steril. 1992; 
38: 168-177.

44. Shan L, Hardy DO, Catterall JF, Hardy MP. Effects of lute-



Int J Fertil Steril, Vol 9, No 2, Jul-Sep 2015               149

Varicocele in Animal Models

inizing hormone (LH) and androgen on steady state levels 
of messenger ribonucleic acid for LH receptors, androgen 
receptors, and steroidogenic enzymes in rat Leydig cell 
progenitors in vivo. Endocrinology. 1995; 136(4): 1686-
1693.

45. Sarkar R, Mohanakumar KP, Chowdhury M. Effects of 
an organophosphate pesticide, quinalphos, on the hypo-
thalamo–pituitary–gonadal axis in adult male rats. J Re-
prod Fertil. 2000; 118(1): 29-38.

46. Agarwal A, Makker K, Sharma R. Clinical relevance of 
oxidative stress in male factor infertility: an update. Am J 
Reprod Immunol. 2008; 59(1): 2-11.

47. Koksal IT, Tefekli A, Usta M, Erol H, Abbasoglu S, Kadi-
oglu A. The role of reactive oxygen species in testicular 
dysfunction associated with varicocele. BJU Int. 2000; 
86(4): 549-552.

48. Richardson I, Grotas AB, Nagler HM. Outcomes of vari-
cocelectomy treatment: an updated critical analysis. Urol 
Clin North Am. 2008; 35(2): 191-209.

49. Turkyilmaz Z, Gulen S, Sonmez K, Karabulut R, Dinçer 
S, Can Başaklar A, et al. Increased nitric oxide is accom-
panied by lipid oxidation in adolescent varicocele. Int J 
Androl. 2004; 27(3): 183-187.

50. Romeo C, Ientile R, Impellizzeri P, Turiaco N, Teletta M, 
Antonuccio P, et al. Preliminary report on nitric oxide-me-
diated oxidative damage in adolescent varicocele. Hum 
Reprod. 2003; 18(1): 26-29.

51. Shiraishi K, Naito K. Increased expression of Leydig cell 
haeme oxygenase-1 preserves spermatogenesis in vari-
cocele. Hum Reprod. 2005; 20(9): 2608-2613.

52. Chen SS, Huang WJ, Chang LS, Wei YH. Attenuation of 
oxidative stress after varicocelectomy in subfertile pa-
tients with varicocele. J Urol. 2008; 179(2): 639-642.

53. Aitken RJ, Clarkson JS, Fishel S. Generation of reactive 
oxygen species, lipid peroxidation, and human sperm 
function. Biol Reprod. 1989; 41(1): 183-197.

54. Agarwal A, Ikemoto I, Loughlin KR. Relationship of sperm 
parameters to levels of reactive oxygen species in semen 

specimens. J Urol. 1994; 152(1): 107-110. 
55. Aitken RJ, Harkiss D, Buckingham D. Relationship be-

tween iron-catalyzed lipid peroxidation potential and hu-
man sperm function. J Reprod Fertil. 1993; 98(1): 257-
265.  

56. Sidhu RS, Sharma RK, Thomas AJ Jr. Relationship be-
tween creatine kinase activity and semen characteristics 
in subfertile men. Int J Fertil Womens Med. 1998; 43(4): 
192-197.   

57. Kessopoulou E, Tomlinson MJ, Banat CL, Bolton AE, 
Cooke ID. Origin of reactive oxygen species in human se-
men: spermatozoa or leukocytes?. J Reprod Fertil. 1992; 
94(2): 463-470.

58. Twigg J, Irvine DS, Houston P , Fulton N, Michael L, Aitken 
RJ. Iatrogenic DNA damage induced in human spermato-
zoa during sperm preparation: protective significance of 
seminal plasma. Mol Hum Reprod. 1998; 4(5): 439-445.

59. Kemal Duru N, Morshedi M, Oehninger S. Effects of hy-
drogen peroxide on DNA and plasma membrane integrity 
of human spermatozoa. Fertil Steril. 2000; 74(6): 1200-
1207. 

60. Suzuki N, Sofikitis N. Protective effects of antioxidants 
on testicular functions of varicocelized rats. Yonago Acta 
Med. 1999; 42(1): 87-94.

61. Evenson DP, Jost LK, Marshall D, Zinaman MJ, Clegg E, 
Purvis K, et al. Utility of the sperm chromatin structure as-
say as a diagnostic and prognostic tool in the human fertil-
ity clinic. Human Reprod. 1999; 14(4): 1039-1049.

62. Sakkas D, Mariethoz E, Manicardi G. Origin of DNA dam-
age in ejaculated human spermatozoa. Rev Reprod. 
1999; 4(1): 31-37.

63. Liang R, Senturker S, Shi X, Bal W, Dizdaroglu M, Kaspr-
zak KS. Effects of Ni (II) and Cu (II) on DNA interaction 
with the N-terminal sequence of human protamine P2: 
enhancement of binding and mediation of oxidative DNA 
strand scission and base damage. Carcinogenesis. 1999; 
20(5): 893-898.


