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Abstract 

 

Torque teno virus (TTV) is one of the “orphan” viruses that have been discovered almost two decades ago, with little information on the 

relationship of the infection to any diseases. It is one of the 45% of the commensal virus which is found throughout the population and 

becoming one of the most extensively studied viruses on its prevalence among the various level of health status. From healthy blood donors 

to patients who suffered severe illness, TTV infection level seems to be high and the findings have triggered interest from the researcher. Even 

though the study on TTV prevalence is actively performed, the actual pathogenesis of TTV to any specific diseases is yet to be ascertained. 

Many suggestions on the possible association of TTV infection with severe diseases such as acute respiratory diseases, liver-related diseases 

and even cancer have been discussed. However, one type of diseases which might have an association with TTV is hepatitis. Albeit, it remains 

a theory as the actual pathogenicity of TTV is not fully understood.  
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1.0 Introduction 

 

Torque teno virus or TTV is a small, non-enveloped virus which is non-pathogenic and being extensively studied throughout the 

world and hypothesised to be a newly emerging infectious agent. “Torque teno” words derived from Latin name and defined as ‘thin necklace’ 

is given based on the molecular structure of TTV which is in circular form.  

Other than that, TTV is also known to be a negative polarity of a single-stranded DNA genome. TTV was first known as “floating 

virus” as it does not match with the available group of viruses. Later, TTV was first classified as Circovirus before being reassigned to a new 

formation of virus group which is known as Anellovirus as it was disclosed to be larger in size compared to other Circovirus members (Hino 

& Miyata, 2007). The analysis of TTV was first started with the finding of unfamiliar 500 nucleotides of N22 region isolated from sera of 

unknown etiology of Japanese hepatitis patients. Subsequent findings produced additional data of the actual TTV size which is 3.8kb on 

average (Nishizawa et al., 1997 & Peng et al., 2002). 

The TTV genome can be divided into two main parts which are non-coding region and coding region. The non-coding region or also 

known as untranslated (UTR) region is conserved in all isolates and the size is approximately 1.2kb of the total genome. It is responsible for 

the regulation of viral replication (Bostan et al., 2013). Apart from the UTR region, there is GC rich region which consists of 117 nucleotides, a 

downstream poly A sequence and a TATA box (Heller et al., 2001; Bostan et al., 2013) in the conserved region. Meanwhile, for the coding 

region, the sequence of approximately 2.6kb is not conserved and consists of 3 - 5 open reading frames (ORFs) (Okamoto et al., 2002; Hino 

& Miyata, 2007; Mi et al., 2014; Wei et al., 2015). The molecular structure of TTV is illustrated in Figure 1.  

Every single isolate has a different sequence in the coding region as proof that TTV is a heterogeneous genome virus (Spandole et 

al., 2015). The position of ORFs is different in every isolates but with a similar role in protein translation and gene expression (Bostan et al., 

2013). In brief, ORF1 is the largest ORF and encoding a capsid protein in DNA binding during packaging of viral DNA into the capsid. 

Meanwhile, ORF2 which encodes proteins of almost 200 amino acids can be divided into two smaller parts; ORF2a and ORF2b which is 

depending on stop codon in certain isolates. The protein encoded is useful in the involvement of cellular or viral protein regulation during 

infection (Peters et al., 2002). Lastly, ORF3 encoded a protein which responsible in cell cycle regulation and suppression of antiviral resistance. 

It is believed that the intra-genomic arrangement in the sequence of TTV with the alternative splicing has increased the number of ORFs and 

the variability of TTV isolates (Leppik et al., 2007).  
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Figure 1: The diagram illustrate the molecular and genomic organization of TTV (Hsiao et al., 2016).  

Adapted from Jarkasi et al., 2017. 

 

The hypervariability of TTV is well known and has been a unique characteristic of the virus genome. There are 29 species of TTV 

detected with more than 39 genotypes isolated across the continent (Irshad et al., 2008). There are three main species for Anelloviruses and 

TTV is categorised under Alphatorquevirus species meanwhile for Betatorquevirus and Gammatorquevirus species is belongs to Toque teno 

midi virus (TTDV) and Torque teno mini virus (TTMV), respectively (as shown in Figure 2). The classification was based on ORF1 region 

with the cut value of 30% by the International Committee on the Taxonomy of Viruses report in 2011.  The current genotypes isolated were 

assigned into 5 major phylogenetic groups with 30% divergence from one another and more than 50% difference between the groups (Mi et 

al., 2014). However, in 2016, Hsiao et al have discovered a new genotype which is distinct from all of known TTV groups and was proposed 

for the robust criterion of major phylogenetic TTV classification (Hsiao et al., 2016). The discovery of new genotype is correlated with more 

population detected with TTV infection as the genetic heterogeneity among human being.  

Numerous studies on TTV prevalence are well conducted worldwide in order to determine the actual source of infection, the 

pathogenesis, and TTV association to any current diseases. There was an abundance of information on nature as well as the molecular 

characterization of TTV which has been discovered, but the actual mechanism of TTV infection towards the population remains unclear. Many 

studies have been conducted to observe the prevalence pattern of TTV infection in many types of diseases, however, the most common disease 

which believed to have a strong acquaintance with TTV genome is hepatitis.  

TTV was first detected in the serum of non-A non-G hepatitis patient as an unfamiliar 500 nucleotide DNA sequence (Nishizawa et 

al., 1997). Hence, many researchers were postulated TTV infection have a strong relationship with hepatitis diseases. Hepatitis is a liver 

inflammation disease which leads to various kind of fatal complications such as hepatocellular carcinoma (HCC), liver cirrhosis and liver 

failure. Hepatitis infection has become one of the upsetting public health problems worldwide and it was known that HBV and HCV infection 

are the most prevalent cases in the world population (Lozano et al., 2012). According to the World Health Organization (WHO) report, viral 

hepatitis was responsible in causing 1.34 million deaths which triumph the number of death caused by HIV infection in 2015 (World Health 

Organization, 2017). On top of that, 96% out of 1.34 million deaths were caused by HBV and HCV infection with 66% and 30% respectively 

(Figure 3).  

 



Life Sciences, Medicine and Biomedicine, Vol 3 No 6 (2019) 31                           3 
 

 
 

Figure 2: The diagram demonstrates the three main species of Annelloviruses which are: Alphatorquevirus for TTV, Betatorquevirus for 

TTMDV and Gammatorquevirus for TTMV. All three Annelloviruses are different in terms of the size (bp). The image is taken from Spandole 

et al.,2015. 

 

 
Figure 3: The pie chart represents the data for the mortality percentage of four type of hepatitis; Hep A, Hep B, Hep C and Hep E. The data 

retrieved from the Global Hepatitis Report,2017 (World Health Organization, 2017) 

 

2.0 Molecular detection of TTV  

 

The reliability of prevalence data of TTV infection gathered among a population with different level of health status are based on 

the sets of primer chosen as well as the type of method used for screening. The most common and standard technique used for the detection of 

TTV is Polymerase Chain Reaction (PCR). The most suitable sets of primer should be selected based on the highest percentage of detection. 

It was shown that the sets of primer which amplified the non-coding region or untranslated region of TTV give higher prevalence compared 

Mortality Percentage in 2015

Hep A Hep B Hep C Hep E
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to ORF region (Table 1) (Okamoto et al., 1999). It is due to the unique characteristics of TTV genome sequence which is heterogeneous and 

consists of hypervariable (HVR) region in coding area which makes TTV as  one of the most diverse viruses (Okamoto et al., 1999; Nishizawa 

et al., 1999; Kakkola et al., 2008 & Hsiao et al., 2016). 

 

TARGET REGION Type of Primer Percentage of Detection 

 

UTR A 

NG054/NG049 53 

NG054/NG132 93 

NG133/NG147 93 

NG133/NG147; NG134/NG132 93 

 

 

UTR B 

 

NG005/NG009 13 

NG148/NG135 70 

NG148/NG135; NG149/NG136 87 

NG148/NG065; NG149/NG021 70 

NG022/NG021 10 

NG016/NG065 30 

 

CODING (N22) REGION 

NG057/NG058 10 

NG015/NG012 10 

NG059/NG063; NG061/NG063 17 

NG061/NG063 17 

RD037/RD038 10 

 

Table 1: Table retrieved from Okamoto et al., 1999 listed types of primers with the percentage of detection.  

The higher the percentage of detection, the higher the sensitivity of primer used in amplifying specific region. 

 

3.0 Prevalence of TTV in Hepatitis diseases 

 

 
Figure 4: The heat map above shows the prevalence of TTV infection among hepatitis patients across different continent.  

The data gathered from previous journals are in percentage and the map was constructed by using Microsoft Excel version 2010. 

 

The most common type of disease believed to have an association with TTV infection is hepatitis. One of the reason is TTV was 

first discovered from non-A to non-E hepatitis Japanese patients (Nishizawa et al., 1997). However, the studies conducted hitherto shows 

collateral with the theory as the percentage of TTV infection among hepatitis patients is in high number in term of infection (majority with 

more than 50%) throughout the world (Figure 4) (Koohi et al., 2012; Abuodeh et al., 2015; Peng et al., 2015). There are many studies conducted 

to justify the relationship between TTV infection with hepatitis diseases and many findings showed positive association in term of prevalence. 



Life Sciences, Medicine and Biomedicine, Vol 3 No 6 (2019) 31                           5 
 

Table 2: List of TTV prevalence among hepatitis and liver-related diseases patients.  

The blue-coloured tables are the prevalence among non-hepatitis patients but liver-related diseases patients (Jarkasi et al., 2018). 

 

Continent Countires References Subjects Prevalence of TTV 

(%) 

ASIA China Jin peng et al. (2015) Chronic Hep B 100.0 

Chronic Hep C 97.5 

India Magu et al. (2015) Hep A 77.4 

Hep B 87.6 

Hep C 77.0 

Hep Non B,non C 92.8 

Irshad et al. (2008) Liver diseases 26.7 

 

 

Iran 

Izadi et al. (2016) Chronic Hep B 6.7 

Chronic Hep C 13.3 

Koohi et al. (2012) Chronic Hep C 92.0 

Mousavi-Nasab et al. (2013) Chronic Hep B 50.8 

Chronic Hep C 66.5 

Pakistan Hussain et al. (2012) Hep B 89.7 

Hep C 90.0 

Thailand Urwijitaroon et al. (2007) Hep B 25.0 

Hep C 29.0 

EUROPE Czech republic Salakova et al. (2004) Hep C 89.2 

Hep non A-E 75.0 

Hungary Takacs et al. (2003) Hep of unknown 

origin 

50.4 

MIDDLE EAST Qatar Abuodeh et al. (2015) Hep B 90.8 

Hep C 84.9 

Saudi Arabia El-taher et al. (2015) Haemodialysis 

patients 

42.9 

Turkey Erensoy et al. (2002) Haemodialysis 

patients 

75 

Fulminant Hep 80 

Kalkan et al. (2005) Chronic Hep B 31.3 

Chronic Hep C 53.1 

NORTH and 

SOUTH 

AMERICA 

Brazil Masau et al. (2012) Haemodialysis 

patients 

68.8 

Agatha et al. (2016) Hep C related chronic 

liver diseases 

45.0 

Devalle and Niel. (2004) Hep B 54.0 

Uruguay Cancela et al. (2016) Hepatitis (Hep B, Hep 

C, Hep with unknown 

etiology) 

 

79.0 

 

The most common viral hepatitis diseases observed to have a higher rate of TTV infection are Hepatitis B and Hepatitis C. On top 

of that, the number of patients diagnosed with hepatitis B and C infections worldwide including Malaysia are higher compared to other types 

of viral hepatitis (Raihan, 2016). Nonetheless, the possibilities of TTV to infect a person suffering from another type of hepatitis such as 

Hepatitis A and non-A to non-E hepatitis have been shown by a few studies.  

It was reported that, studies in India and Saudi Arabia have shown the presence of TTV viremia in patients with hepatitis A, non B 

and non C hepatitis as well as non A-E hepatitis which is in concordance with the first finding of TTV in 1997 by Nishizawa et al (Al-Mozaini 

et al., 2006; Asim et al., 2010; Magu et al., 2015). Hence, the findings conclude that TTV infection is not mainly focused or related with 

Hepatitis B and C, but almost all type of hepatitis has the risk to be co-infected with TTV which might give a clear picture in proving the 

correlation between TTV infection and hepatitis.   

The detection of TTV infection among hepatitis patients are not restricted to any specific phylogenetic groups of TTV. However, 

the most prominent TTV group detected is genogroup 3 and followed by genogroup 5 as shown by PCR analyses (Abuodeh et al., 2015). In 

contrast, genogroup 2 is the least isolated. Several studies have shown that multiple infections of TTV from different isolates in a single person 

seems to be common in nature ( Ninomiya et al., 2008;  Cancela et al., 2016;). The virulence and role of every isolate of TTV so far remain 

unclear and require further perceptive (Peng et al., 2015). Apart from the information regarding TTV virulence, the knowledge on the molecular 

structure of every isolate should be deeply investigated and recorded because it is crucially important as it influences the actual pathogenesis 

of TTV and for early detection of any possible mutation occurred that can potentially cause an outbreak in the near future. The bar chart below 

(Figure 5) shows a comparison of similar findings from two different studies on the prevalence of TTV among five main phylogenetic groups. 
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Figure 5: The bar chart of the data which retrieved from Abuodeh et al., 2015 and Tyschik et al., 2018 study. 

 

 

4.0 Mortality rates of TTV infection among hepatitis patients  

 

There are several studies conducted to compare the prognosis of TTV-infected hepatitis patients with non TTV-infected hepatitis 

patients (Tanaka et al., 1999; Tuveri et al., 2000; Desai et al., 2005).  The study revealed that the mortality rates of hepatitis patients with co-

infection of TTV are higher with 75% (Desai et al., 2005) and even 100% (Tanaka et al., 1999) compared to hepatitis without the co-infection 

of TTV with only 28.57% and 50% respectively. 

It was established that the liver cells are highly susceptible to TTV infection. Hence, the virus is capable and likely to cause direct 

cell damage in the liver when there is an occurrence of unrestricted viral replication which leads to portentous infection and unlimited spreading 

of the virus in the liver (Desai et al., 2005).  

Other than that, TTV infection was shown to be associated with the occurrence of hepatocellular carcinoma (HCC) and not dependent 

on liver cirrhosis which are the risk factor of HCC as well as the severity of biochemical and histological parameters of liver damage (Ikeda 

et al., 1999; Rosa et al., 2017). Hence, the findings are in agreement with the previous study in 2002 which showed high TTV loads were the 

significant independent factors related to the development of HCC among Japanese chronic hepatitis C patients (Tokita et al., 2002). 

Nonetheless, the finding does not relinquish a clear picture on the actual pathogenesis of TTV in development of hepatitis which potentially 

leads to hepatocellular carcinoma due to fewer cases of single TTV infection could be a reference in order to observe the implications of TTV 

mono-infection (Desai et al., 2005).   

 

5.0 Prevalence of TTV in non-hepatitis diseases  

 

TTV infection is not solely found in hepatitis or liver diseases but is also detected in other non-related liver diseases as well. The 

rate of TTV infection in diseases related to other systems such as respiratory, genetic and cancerous is proved to be significantly high in many 

studies (Pifferi et al., 2005; Alavi et al., 2011; Costa et al., 2012; Cimponeriu et al., 2013).  The number of studies conducted to observe any 

association of TTV pathogenesis with any non-hepatic diseases are increased by the year. The trend shows diseases with blood related diseases 

are the common diseases believed to have a relation with TTV pathogenicity (Figure 6). It is because the most common transmission of TTV 

is through parenteral transmission (Jafari et al., 2012). 

 

5.1 Blood-related diseases 

 

Thalassemia is one of the genetic disorders which involved multiple blood transfusion due to haemolytic anaemia conditions. 

Therefore, a few studies have been conducted and hypothesised that thalassemia patients might have high exposure to transfusion-transmitted 

infection caused by viral or bacterial during blood transfusion process (Vimolket et al., 1999; Hu et al., 2005; Alavi et al., 2012; Jalali et al., 

2017).  

A study in Iran showed the rate of TTV infection is positively correlated with the increasing age of a thalassaemic individual. This 

is due to the older the age, the more frequent blood transfusion they experienced (Zabetian et al., 2016). However, the findings could not verify 

blood transfusion is the only route of TTV transmission. The statement is proven with the presence of TTV infection among patients with no 

history of blood transfusion (Hassuna et al., 2017; Wei et al., 2015). Even though the rate of TTV infection among cardiovascular, tumour and 

gastroenteritis patients is low, it is suggested TTV can be transmitted not only via blood and injection but also by other routes (Okamoto et al., 

2001; Zabetian et al., 2016) 
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Figure 6: The pie chart above displayed the number of studies conducted among different type of non-hepatic disorder to observe the 

prevalence of TTV infection from 2001 to 2017. The chart was constructed by using Microsoft Excel version 2010. 

 

5.2 Fever 

 

In Switzerland, an incident involving two boys, age of 9 months and 42 months old showed a clinical presentation of febrile with 

unknown etiology of viral infection and were later detected with TTV viral load by using Next Gene Sequencing (NGS) (Cordey et al., 2018). 

The boy who was 42 months old died at day 8 of hospitalization and later discovered that the boy had been infected with HIV and a few other 

viral infections as well as TTV. Even though the clinical manifestations of the kids are moderate, the prognosis is quite bad. It could be one of 

the evidences that TTV could serve as a co-virus with other types of an infectious agent or TTV isolates with rearranged genetic components 

that contribute to fatal disease pathogenesis. 

 

5.3 Respiratory 

 

In another study on the prevalence of TTV, lung tissues of idiopathic pulmonary fibrosis (IPF) patients were detected with replicative 

intermediate forms of TTV and act as an evidence for the presence of TTV multiplication sites in the lung. Consequently, the prognosis on 

TTV-infected IPF patients is found to be severe compared to non TTV-infected IPF patients with below 3 years of survival rate (Bando et al., 

2001). Other than that, high TTV loads were also detected in nasal swab secretion of severe respiratory diseases patients such as 

bronchopneumonia when compared with acute respiratory diseases (ARD) (Maggi et al., 2003). On top of that, asthmatic diseases which is a 

common acute respiratory disease especially among children had been detected in the nasal swab of infected children with high TTV infection 

compared to non-asthmatic children (Pifferi et al., 2005).  

 

5.4 Cancer  

 

Top of the lists of severe and fatal causing diseases which has high mortality rates throughout the world population is none other 

than cancer. Therefore, with the special feature of TTV which is ubiquitous, it is believed that TTV can be present in normal and neoplastic 

tissue. Numerous studies are focused on the prevalence of TTV in normal tissue with related diseases.  

One study in Germany has demonstrated the existence of TTV is beyond the prediction. There were various types of human cancer 

specimens tested and results showed more than 50% of the specimens were positive with TTV.  However, the findings cannot be concluded 

as a causal relationship between those two above mentioned as the positive result of TTV infection might be due to the occurrence of tissue 

inflammation or by the support from rapid division of cancer cells (Villiers et al., 2007; Chu et al., 2011; Cimponeriu et al., 2013). 

Moreover, the prevalence of TTV in the cancerous cell is still a discussion whether it is one of the features in neoplastic pathology 

as it was detected to be tenfold higher in PMBCs patients compared to healthy subjects. This might be due to the function as a reservoir for 

TTV genome thus influenced the chronicity of the infection and transmission (Zhong et al., 2001; Villiers et al., 2002) or it is just a common 

event in patients with any severe diseases. Therefore, further study should be conducted to ascertain the specific target sites of cancerous tissue 

or any focused on normal tissues that might have potential in specifical influence or enhance the replication of TTV genome (Spandole et al., 

2015). 

 

6.0 Prevalence of TTV in healthy individuals  

 

It was estimated that 50% of 220 mammalian viruses known to infect humans are non-pathogenic (Parker, 2016). One of the viruses 

is TTV and is known as a new commensal virus which infected worldwide human population regardless of age, ethnicity and gender. Numerous 

studies on TTV infection in healthy subjects are conducted and the prevalence of TTV is high in patients with a history of blood transfusion. 

On the definition of 'healthy subjects', few studies have been conducted to screen the availability of TTV infection in blood donor, which fit 

with the definition of healthy. Similarly, the infection rate is high. In addition, a study in Brazil manifested the infection rate of TTV in blood 

donor is higher compared to haemodialysis patients (Massaú et al., 2012). Meanwhile,  studies in other countries on the prevalence of TTV 

infection in healthy individuals is equally high when compared with severe-diseases patients (Urwijitaroon et al., 2007; Hussain et al., 2012; 

Magu et al., 2015; Peng et al., 2015) . 

 

 

Number of TTV study conducted from 2001 to 2017

blood related cancer respiratory fever
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6.1 Possible route of TTV transmission among healthy individuals 

 

There are a few possible routes of TTV transmission that influence the rate of TTV infection among healthy populations. One of 

them is by blood or blood products via parenteral transmissions such as injection, hemodialysis and blood transfusion (Jafari et al., 2012; 

Massaú et al., 2012). Parenteral transmission is a common route experienced by everyone in life such as medical examination, blood donation 

and so on. Nonetheless, this transmission could not be concluded as the only route of TTV infection as it does not correlate well with the 

ubiquity of TTV (Spandole et al., 2015).  

Apart from that,  another main route which is believed to be the reason for high TTV infection among the healthy population is 

through saliva and breath (Spandole et al., 2015). It was shown that the titre of TTV antibody found in human saliva is much higher than in 

serum. The findings prove that saliva is one of the efficient media for virus transmission including TTV.  

Besides, circulating air could act as intermediate for TTV transmission. It was demonstrated in the previous study which showed the 

presence of TTV DNA in the breath of infected individuals (Chikasue et al., 2012) as well as in pharyngeal mucus (Chung et al., 2007).  Hence, 

it is suggested that the common dissemination paths of TTV are in the respiratory tract and salivary droplets. Besides, other body fluids that 

were positively detected with TTV DNA and suggested as one of the media for TTV transmission are semen and cervical specimens through 

sexual transmission (Saláková, Němeček, & Tachezy, 2009). 

Detection of TTV DNA in the early stage of life gives an idea of how TTV can be transmitted. There were few studies conducted in 

observing TTV prevalence among healthy infants in order to determine the efficiency of TTV transmission through umbilical cord blood and 

amniotic fluid or known as transplacental transmission. However, there was a study in 2017 which showed that there was no detection of TTV 

in the cord blood samples of TTV-infected pregnant mother (Tyschik, Shcherbakova, Ibragimov, & Rebrikov, 2017). Thus, they concluded 

that the vertical maternal-fetal transmission of TTV is not via transplacental transmission as the findings are inconsistent and remain unclear.  

Therefore, TTV transmission is suggested to be via mother-to-child postnatal transmission such as breastfeed or from the 

environment. On the other hand, breast milk was detected for the presence of TTV DNA by 23.3–67.3% and it was believed to be one of the 

major TTV exposure for babies (Iso et al., 2001). Similarly, a study in 2018 proved that the TTV prevalence among the first year of life is 

increasing with age (Tyschik et al., 2018). Hence, the exposure of TTV infection among healthy individuals can be seen to start at the early 

stage of life but the risk of being infected is depending on the individual’s immune status.   

 

7.0 Comparison of TTV prevalence in hepatitis, non-hepatitis patients and healthy individuals 

 

 
Figure 7: The above bar graph shows the comparison of TTV positive percentage in a few different levels of health status. 

The data retrieved from the article by Wei et al and Peng et al, both in 2015 study. 

  

The prevalence of TTV pattern has been observed for 20 years since it was first discovered. The above bar chart (Figure 7) represents 

two of TTV studies conducted in Asia continent. Both studies by Wei et al and Peng et al had shown the differences in term of percentage for 

TTV infection among five different health background.  In summary, the highest percentage of TTV infection is among Hepatitis B patients 

while the lowest is in cardiovascular diseases (CVD) patients.  This result is in agreement with other studies which reported more than 70%  

TTV positivity (Koohi et al., 2012; Hussain et al., 2012b; Magu et al., 2015; Izadi et al., 2016) among hepatitis patients. The low percentage 

of TTV infection in non-hepatic diseases have been postulated to have an association with less exposure to blood transfusion. The percentage 

of TTV infection among nonhepatic diseases were proven in few studies (Berkhouse & Gray, 2017; Hettmann et al., 2016; Kalkan et al., 2005) 

even though the majority of the percentage are not more than 50%. In contrast, the percentage of TTV infection detected among healthy 

individuals were surprisingly high (Hussain et al., 2012a; Koohi et al., 2012; Costa et al., 2015; Peng et al., 2015; Hsiao et al., 2016). The 

actual affiliation of TTV infection among healthy individuals remains controversial due to lack of information gathered from the sample subject 

on the history of the parenteral exposure. Thus, the presence of TTV genome in non-hepatic disease as well as in healthy individuals neglect 

the hypothesis for the direct association of TTV infection with the development of hepatitis diseases. 
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8.0 Conclusion 

 

TTV infection is an interesting event to be explored as every single person have the risk to be infected regardless of their health 

status. It can be hypothesised that an individual’s immune status might have some affiliation with the risk TTV infection. Yet, the actual 

mechanism of pathogenicity of TTV might have potential in altering and evading immune system remains unknown. The prevalence study of 

TTV infection across the population in every continent have been extensively studied with the best method selected. Therefore, further study 

on the pathogenicity of TTV is needed to scrutinize deeper into the pathogenesis of TTV. The virus might have an association either directly 

as a silent infector or fatal co-infector which influence the prognosis and development of any severe diseases.  

 

9.0 Acknowledgements 

 

The study was supported by Fundamental Research Grant Scheme (FRGS) 2016 from Ministry of Higher Education of Malaysia 

(No: FRGS/1/2016/SKK06/UPM/02/9). 

 

10.0 Disclosures 

 

The authors declare no conflict of interest. 

 

11.0 References 

 

Abuodeh, R., Al-mawlawi, N., Al-qahtani, A. A., Bohol, M. F. F., Al-ahdal, M. N., Hasan, H. A., … Nasrallah, G. K. (2015). Detection and 

Genotyping of Torque Teno Virus ( TTV ) in Healthy Blood Donors and Patients Infected With HBV or HCV in Qatar, 1191(February), 

1184–1191. https://doi.org/10.1002/jmv 

Al-Mozaini, M. A., Al-Ahdal, M. N., Kessie, G., Dela Cruz, D. M., Rezeig, M. A., & Al-Shammary, F. J. (2006). Molecular epidemiology 

and genotyping of TT virus isolated from Saudi blood donors and hepatitis patients. Annals of Saudi Medicine, 26(6), 444–449. 

https://doi.org/06-189 [pii] 

Alavi, S., Kord Valeshabad, A., Sharifi, Z., Nourbakhsh, K., Arzanian, M. T., Navidinia, M., & Mehdizadeh Seraj, S. (2012). Co-infection of 

Torque Teno virus and hepatitis C virus in Iranian Thalassemic patients. Turkish Journal of Hematology. 

https://doi.org/10.5505/tjh.2012.20280 

Alavi, S., Sharifi, Z., Valeshabad, A. K., Nourbakhsh, K., Shamsian, B. S., Arzanian, M. T., … Navidinia, M. (2011). Clinical outcomes of 

Torque teno virus-infected thalassemic patients with and without hepatitis C virus infection. The Korean Journal of Hematology, 46(2), 

123–127. https://doi.org/10.5045/kjh.2011.46.2.123 

Asim, M., Singla, R., Gupta, R. K., & Kar, P. (2010). Clinical & molecular characterization of human TT virus in different liver diseases. 

Analytical and Quantitative Cytology and Histology, 545–554. https://doi.org/10.1299/kikaib.59.2982 

Bando, M., Ohno, S., Oshikawa, K., Takahashi, M., Okamoto, H., & Sugiyama, Y. (2001). Infection of TT virus in patients with idiopathic 

pulmonary fibrosis. Respiratory Medicine, 95(12), 935–942. https://doi.org/10.1053/rmed.2001.1151 

Berkhouse, H. T., & Gray, G. (2017). A Cross-Sectional Study Comparing Torque Teno Virus Infection and Bushmeat Exposure Among 

Pneumonia Patients : Sarawak , by. Duke Kunshan and Duke University Global Health Program. 

Bostan, N. (2013). Current and Future Prospects of Torque Teno Virus. Journal of Vaccines & Vaccination, 1–9. https://doi.org/10.4172/2157-

7560.S1-004 

Cancela, F., Ramos, N., Mirazo, S., Mainardi, V., Gerona, S., & Arbiza, J. (2016). Detection and molecular characterization of Torque Teno 

Virus (TTV) in Uruguay. MEEGID. https://doi.org/10.1016/j.meegid.2016.08.007 

Chikasue, K., Kimura, M., Ikeda, K., Ohnish, T., Kawanishi, S., Iio, T., … Arao, Y. (2012). Detection of torque teno virus DNA in exhaled 

breath by polymerase chain reaction. Acta Medica Okayama. 

Chu, C. C., Zhang, L., Dhayalan, A., Agagnina, B. M., Magli, A. R., Fraher, G., … Chiorazzi, N. (2011). Torque Teno Virus 10 Isolated by 

Genome Amplification Techniques from a Patient with Concomitant Chronic Lymphocytic Leukemia and Polycythemia Vera. 

Molecular Medicine, 17(11–12), 1. https://doi.org/10.2119/molmed.2010.00110 

Chung, J. Y., Tae, H. H., Ja, W. K., Sang, W. K., Jeong, K. S., & Eung, S. H. (2007). Small anellovirus infections in Korean children [9]. 

Emerging Infectious Diseases, 13(5), 791–793. https://doi.org/10.3201/eid1305.061149 

Cimponeriu, D., Ion, D. adriana, Spandole, S., Apostol, P., Toma, M., Radu, I., … Cristian, S. (2013). Potential implication of genetic 

polymorphisms and torque teno virus in sporadic breast cancer. Romanian Biotechnological Letters, 18(1), 7889–7896. 

Cordey, S., Hartley, M. A., Keitel, K., Laubscher, F., Brito, F., Junier, T., … D’Acremont, V. (2018). Detection of novel astroviruses MLB1 

and MLB2 in the sera of febrile Tanzanian children. Emerging Microbes and Infections, 7(1), 25–27. https://doi.org/10.1038/s41426-

018-0025-1 

Costa, J., Keiko, P., Haruki, R., Angélica, M., Watanabe, E., Veríssimo, W., … Donizete, S. (2015). Prevalence of Torque teno virus in healthy 

donors of Paraná State , southern Brazil. Revista Brasileira de Hematologia e Hemoterapia, 37(5), 336–340. 

https://doi.org/10.1016/j.bjhh.2015.07.005 

da Costa, M. R., da Costa, I. P., Devalle, S., de Castro, A. R. C. M., & Freitas, S. Z. (2012). Prevalence and genetic diversity of torque teno 

virus in patients with systemic lupus erythematosus in a reference service in Mato Grosso do Sul. Revista Brasileira de Reumatologia, 

52(1), 44–54. https://doi.org/10.1590/S0482-50042012000100006 

de Villiers, E.-M., Schmidt, R., Delius, H., & zur Hausen, H. (2002). Heterogeneity of TT virus related sequences isolated from human tumour 

biopsy specimens. Journal of Molecular Medicine (Berlin, Germany), 80(1), 44–50. https://doi.org/10.1007/s001090100281 

De Villiers, E. M., Bulajic, M., Nitsch, C., Kecmanovic, D., Pavlov, M., Kopp-Schneider, A., & Löhr, M. (2007). TTV infection in colorectal 

cancer tissues and normal mucosa [1]. International Journal of Cancer, 121(9), 2109–2112. https://doi.org/10.1002/ijc.22931 

Desai, M. M., Pal, R. B., & Banker, D. D. (2005). Molecular epidemiology and clinical implications of TT Virus (TTV) infection in Indian 

subjects. Journal of Clinical Gastroenterology. https://doi.org/10.1097/01.mcg.0000159219.93160.bc 

Desai, M., Pal, R., Deshmukh, R., & Banker, D. (2005). Replication of TT virus in hepatocyte and leucocyte cell lines. Journal of Medical 

Virology, 77(1), 136–143. https://doi.org/10.1002/jmv.20426 

Garibyan, L., & Avashia, N. (2013). Research Techniques Made Simple: Polymerase Chain Reaction (PCR). The Journal of Investigative 

Dermatology, 133(3), e6. https://doi.org/10.1038/jid.2013.1.Research 

Hassuna, N. A., Naguib, E., Abdel-Fatah, M., & Mousa, S. M. O. (2017). Phylogenetic Analysis of Torque Teno Virus in Thalassemic Children 



Life Sciences, Medicine and Biomedicine, Vol 3 No 6 (2019) 31                          

 10 
 

in Egypt. Intervirology, 60(3), 102–108. https://doi.org/10.1159/000480507 

Heller, F., Zachoval, R., Koelzer, A., Nitschko, H., & Froesner, G. G. (2001). Isolate KAV : A New Genotype of the TT-Virus Family, 941, 

937–941. https://doi.org/10.1006/bbrc.2001.6089 

Hettmann, A., Demcsak, A., Bach, A., Decsi, G., Dencs, A., Palinko, D., … Takacs, M. (2016). Detection and phylogenetic analysis of torque 

teno virus in salivary and tumor biopsy samples from head and neck carcinoma patients. Intervirology. 

https://doi.org/10.1159/000452974 

Hino, S., & Miyata, H. (2007, January). Torque teno virus (TTV): Current status. Reviews in Medical Virology. 

https://doi.org/10.1002/rmv.524 

Hsiao, K. L., Wang, L. Y., Lin, C. L., & Liu, H. F. (2016). New phylogenetic groups of torque teno virus identified in eastern Taiwan indigenes. 

PLoS ONE. https://doi.org/10.1371/journal.pone.0149901 

Hu, Y., Al-moslih, M. I., Talib, M., Ali, A., Khameneh, S. R., Perkins, H., … Brown, E. G. (2005). Molecular Detection Method for All 

Known Genotypes of TT Virus ( TTV ) and TTV-Like Viruses in Thalassemia Patients and Healthy Individuals Molecular Detection 

Method for All Known Genotypes of TT Virus ( TTV ) and TTV-Like Viruses in Thalassemia Patients, 43(8), 3747–3754. 

https://doi.org/10.1128/JCM.43.8.3747 

Hussain, T., Manzoor, S., Waheed, Y., Tariq, H., & Hanif, K. (2012a). Phylogenetic analysis of torque teno virus genome from Pakistani 

isolate and incidence of co-infection among HBV/HCV infected patients. Virology Journal, 9(1), 320. https://doi.org/10.1186/1743-

422X-9-320 

Hussain, T., Manzoor, S., Waheed, Y., Tariq, H., & Hanif, K. (2012b). Phylogenetic analysis of torque teno virus genome from Pakistani 

isolate and incidence of co-infection among HBV / HCV infected patients. Virology Journal, 9(1), 1. https://doi.org/10.1186/1743-

422X-9-320 

Ikeda, H., Takasu, M., Inoue, K., Okamoto, H., Miyakawa, Y., & Mayumi, M. (1999). Infection with an unenveloped DNA virus (TTV) in 

patients with acute or chronic liver disease of unknown etiology and in those positive for hepatitis C virus RNA. Journal of Hepatology. 

https://doi.org/10.1016/S0168-8278(99)80063-4 

Irshad, M., Singh, S., Irshad, K., Agarwal, S. K., & Joshi, Y. K. (2008). Torque teno virus: Its prevalence and isotypes in North India. World 

Journal of Gastroenterology, 14(39), 6044–6051. https://doi.org/10.3748/wjg.14.6044 

Iso, K., Suzuki, Y., & Takayama, M. (2001). Mother-to-infant transmission of TT virus in Japan. International Journal of Gynecology and 

Obstetrics, 75(1), 11–19. https://doi.org/10.1016/S0020-7292(01)00450-7 

Izadi, S., Samarbafzadeh, A., Makvandi, M., & Neisi, N. (2016). The Association of Prevalence and Genotypes of Torque Teno Virus (TTV) 

Among Chronic Hepatitis B and C Patients in Ahvaz, 2012. Jentashapir Journal of Health Research, 7(3), 1–6. 

https://doi.org/10.17795/jjhr-28407.Research 

Jafari, M., Afkari, R., Pirouzi, A., Mohsenzadeh, M., & Azadi, M. (2012). Molecular detection of TT virus and SEN virus infections in 

hemodialysed patients and blood donors in south of Iran. Indian Journal of Pathology and Microbiology. https://doi.org/10.4103/0377-

4929.107784 

Jalali, H., Mahdavi, M. R., & Zaeromali, N. (2017). Torque Teno Virus (TTV) Among beta-Thalassemia and Haemodialysis\nPatients in 

Mazandaran Province (North of Iran). INTERNATIONAL JOURNAL OF MOLECULAR AND CELLULAR MEDICINE. 

https://doi.org/10.22088/acadpub.BUMS.6.1.56 

JARKASI, N. S., SEKAWI, Z., KQUEEN, C. Y., & OTHMAN, Z. (2018). A Review on The Global Widespread of TTV Infection Among 

Humans Population, 4, 10–24. 

Kakkola, L., Bondén, H., Hedman, L., Kivi, N., Moisala, S., Julin, J., … Söderlund-venermo, M. (2008). Expression of all six human Torque 

teno virus ( TTV ) proteins in bacteria and in insect cells , and analysis of their IgG responses ☆. Virology, 382(2), 182–189. 

https://doi.org/10.1016/j.virol.2008.09.012 

Kalkan, A., Ozdarendeli, A., Bulut, Y., Saral, Y., Ozden, M., Keleştimur, N., & Toraman, Z. A. (2005). Prevalence and genotypic distribution 

of hepatitis GB-C/HG and TT viruses in blood donors, mentally retarded children and four groups of patients in Eastern Anatolia, 

Turkey. Japanese Journal of Infectious Diseases, 58(4), 222–227. 

Koohi, A. K., Ravanshad, M., Rasouli, M., Falahi, S., & Baghban, A. (2012). Phylogenetic analysis of Torque teno virus in hepatitis C virus 

infected patients in Shiraz. Hepatitis Monthly, 12(7), 67–71. https://doi.org/10.5812/hepatmon.6133 

Leppik, L., Gunst, K., Lehtinen, M., Dillner, J., Streker, K., & de Villiers, E.-M. (2007). In Vivo and In Vitro Intragenomic Rearrangement of 

TT Viruses. Journal of Virology, 81(17), 9346–9356. https://doi.org/10.1128/JVI.00781-07 

Lozano, R., Naghavi, M., Foreman, K., Lim, S., Shibuya, K., Aboyans, V., … Ahn, S. Y. (2012). Global and regional mortality from 235 

causes of death for 20 age groups in 1990 and 2010: a systematic analysis for the Global Burden of Disease Study 2010. Lancet, 2095–

2128. https://doi.org/10.1016/S0140-6736(12)61728-0 

Maggi, F., Pifferi, M., Fornai, C., Tempestini, E., Vatteroni, M., Marchi, S., … Presciuttini, S. (2003). TT Virus in the Nasal Secretions of 

Children with Acute Respiratory Diseases : Relations to Viremia and Disease Severity. Journal of Virology, 77(4), 2418–2425. 

https://doi.org/10.1128/JVI.77.4.2418 

Magu, S. K., Kalghatgi, A. T., & Bhagat, M. R. (2015). Incidence and clinical implication of TT virus in patients with hepatitis and its 

frequency in blood donors in India. Medical Journal Armed Forces India, 71(4), 340–344. https://doi.org/10.1016/j.mjafi.2015.06.023 

Massaú, A., Martins, C., Nachtigal, G. C., Araújo, A. B., Rossetti, M. L., Niel, C., … Maria, C. (2012). The high prevalence of Torque teno 

virus DNA in blood donors and haemodialysis patients in southern Brazil. Memórias Do Instituto Oswaldo Cruz, 107(5), 684–686. 

https://doi.org/10.1590/S0074-02762012000500017 

Mi, Z., Yuan, X., Pei, G., Wang, W., An, X., Zhang, Z., … Tong, Y. (2014). High-throughput sequencing exclusively identified a novel Torque 

teno virus genotype in serum of a patient with fatal fever. Virologica Sinica, 29(2), 112–118. https://doi.org/10.1007/s12250-014-3424-

z 

Ninomiya, M., Takahashi, M., Nishizawa, T., Shimosegawa, T., & Okamoto, H. (2008). Development of PCR assays with nested primers 

specific for differential detection of three human anelloviruses and early acquisition of dual or triple infection during infancy. Journal 

of Clinical Microbiology, 46(2), 507–514. https://doi.org/10.1128/JCM.01703-07 

Nishizawa, T., Okamoto, H., Konishi, K., Yoshizawa, H., Miyakawa, Y., & Mayumi, M. (1997). A Novel DNA Virus ( TTV ) Associated 

with Elevated Transaminase Levels in Posttransfusion Hepatitis of Unknown Etiology, 97(241), 92–97. 

Nishizawa, T., Okamoto, H., Konishi, K., Yoshizawa, H., Miyakawa, Y., Mayumi, M., … Lopez, R. (1997). A Novel DNA Virus (TTV) 

Associated with Elevated Transaminase Levels in Posttransfusion Hepatitis of Unknown Etiology. Biochemical and Biophysical 

Research Communications, 241(1), 92–97. https://doi.org/10.1006/bbrc.1997.7765 



Life Sciences, Medicine and Biomedicine, Vol 3 No 6 (2019) 31                          

 11 
 
Nishizawa, T., Okamoto, H., Tsuda, F., Aikawa, T., Sugai, Y., Konishi, K., … Mayumi, M. (1999). Quasispecies of TT Virus ( TTV ) with 

Sequence Divergence in Hypervariable Regions of the Capsid Protein in Chronic TTV Infection, 73(11), 9604–9608. 

Okamoto, H., Nishizawa, T., Takahashi, M., Asabe, S., Tsuda, F., & Yoshikawa, A. (2001). Heterogeneous distribution of TT virus of distinct 

genotypes in multiple tissues from infected humans. Virology. https://doi.org/10.1006/viro.2001.1097 

Okamoto, H., Nishizawa, T., Ukita, M., Takahashi, M., Fukuda, M., Iizuka, H., … Mayumi, M. (1999). The Entire Nucleotide Sequence of a 

TT Virus Isolate from the United States (TUS01): Comparison with Reported Isolates and Phylogenetic Analysis. Virology, 259(2), 

437–448. https://doi.org/10.1006/viro.1999.9769 

Okamoto, H., Takahashi, M., Nishizawa, T., Tawara, A., Fukai, K., Muramatsu, U., … Yoshikawa, A. (2002). Genomic characterization of 

TT viruses (TTVs) in pigs, cats and dogs and their relatedness with species-specific TTVs in primates and tupaias. Journal of General 

Virology, 83(6), 1291–1297. https://doi.org/10.1099/0022-1317-83-6-1291 

Okamoto, H., Takahashi, M., Nishizawa, T., Ukita, M., Fukuda, M., Tsuda, F., … Mayumi, M. (1999). Marked genomic heterogeneity and 

frequent mixed infection of TT virus demonstrated by PCR with primers from coding and noncoding regions. Virology, 259(2), 428–

436. https://doi.org/10.1006/viro.1999.9770 

Parker, M. T. (2016). An ecological framework of the human virome provides classification of current knowledge and identifies areas of 

forthcoming discovery. Yale Journal of Biology and Medicine, 89(3), 339–351. 

Peng, J., Fang, Y., Zhao, X., & Peng, Y. (2015). New prevalence estimate of Torque Teno virus ( TTV ) infection in healthy population and 

patients with chronic viral hepatitis in Jiujiang, China, 15, 1–3. https://doi.org/10.1007/s12250-014-3531-x 

Peng, Y. H., Nishizawa, T., Takahashi, M., Ishikawa, T., Yoshikawa, A., & Okamoto, H. (2002). Analysis of the entire genomes of thirteen 

TT virus variants classifiable into the fourth and fifth genetic groups, isolated from viremic infants. Archives of Virology, 147(1), 21–

41. https://doi.org/10.1007/s705-002-8301-7 

Peters, M. A., Jackson, D. C., Crabb, B. S., & Browning, G. F. (2002). Chicken anemia virus VP2 is a novel dual specificity protein phosphatase. 

Journal of Biological Chemistry, 277(42), 39566–39573. https://doi.org/10.1074/jbc.M201752200 

Pifferi, M., Maggi, F., Andreoli, E., Lanini, L., Marco, E. D., Fornai, C., … Bendinelli, M. (2005). Associations between Nasal Torquetenovirus 

Load and Spirometric Indices in Children with Asthma. The Journal of Infectious Diseases, 192(7), 1141–1148. 

https://doi.org/10.1086/444389 

Raihan, R. (2016). Hepatitis in Malaysia: Past, Present, and Future. Euroasian Journal of Hepato-Gastroenterology, 6(1), 52–55. 

https://doi.org/10.5005/jp-journals-10018-1167 

Rosa, A. S., Araujo, O. C., Savassi-Ribas, F., Fernandes, C. A., Coelho, H. S., Niel, C., … Araujo, N. M. (2017). Prevalence of occult hepatitis 

B virus infection and Torque teno virus infection and their association with hepatocellular carcinoma in chronic hepatitis C patients. 

Virus Research, 242(June), 166–172. https://doi.org/10.1016/j.virusres.2017.09.022 

Saláková, M., Němeček, V., & Tachezy, R. (2009). TTV and HPV co-infection in cervical smears of patients with cervical lesions. BMC 

Infectious Diseases, 9, 1–6. https://doi.org/10.1186/1471-2334-9-118 

Spandole, S., Cimponeriu, D., Berca, L. M., & Mihăescu, G. (2015). Human anelloviruses: an update of molecular, epidemiological and 

clinical aspects. Archives of Virology, 160(4), 893–908. https://doi.org/10.1007/s00705-015-2363-9 

Tanaka, M., Nishiguchi, S., Tanaka, T., Enomoto, M., Takeda, T., Shiomi, S., … Otani, S. (1999). Prevalence of TT virus in patients with 

fulminant hepatic failure in Japan. Journal of Gastroenterology. https://doi.org/10.1007/s005350050377 

Tokita, H., Murai, S., Kamitsukasa, H., Yagura, M., Harada, H., Takahashi, M., & Okamoto, H. (2002). High TT virus load as an independent 

factor associated with the occurrence of hepatocellular carcinoma among patients with hepatitis C virus-related chronic liver disease. 

Journal of Medical Virology, 67(4), 501–509. https://doi.org/10.1002/jmv.10129 

Tuveri, R., Jaffredo, F., Lunel, F., Nalpas, B., Pol, S., Feray, C., … Thiers, V. (2000). Impact of TT virus infection in acute and chronic, viral- 

and non viral- related liver diseases. Journal of Hepatology. https://doi.org/10.1016/S0168-8278(00)80168-3 

Tyschik, E. A., Rasskazova, A. S., Degtyareva, A. V., Rebrikov, D. V., & Sukhikh, G. T. (2018). Torque teno virus dynamics during the first 

year of life. Virology Journal, 15(1), 1–4. https://doi.org/10.1186/s12985-018-1007-6 

Tyschik, E. A., Shcherbakova, S. M., Ibragimov, R. R., & Rebrikov, D. V. (2017). Transplacental transmission of torque teno virus, 1–3. 

https://doi.org/10.1186/s12985-017-0762-0 

Urwijitaroon, Y., Barusrux, S., Chunlertlith, K., Mairiang, P., & Yoshimura, H. (2007). Torquetenovirus infection among northeastern Thai 

blood donors. Southeast Asian Journal of Tropical Medicine and Public Health, 38(4), 686–689. 

Vimolket, T., Theamboonlers, A., Jantaradsamee, P., Seksarn, P., Hirsch, P., & Poovorawan, Y. (1999). Clearance of hepatitis tt virus infection 

among thalassemia children and ivdu. 

Wei, Y., Chen, M., Yang, X. I. A., Zhang, L., Rao, L., Yuan, F., … Li, L. (2015). Molecular characterization  of human Torque Teno virus, 

821–826. https://doi.org/10.3892/br.2015.508 

WEI, Y., CHEN, M., YANG, X., ZHANG, L., RAO, L., YUAN, F., … LI, L. (2015). Molecular characterization of human Torque Teno virus. 

Biomedical Reports. https://doi.org/10.3892/br.2015.508 

World Health Organization. (2017). Global Hepatitis Report, 2017. Who, 62. https://doi.org/ISBN 978-92-4-156545-5 

Zabetian, H., Sahraei, R., Hakimelahi, H., Yusefi, A., Sepidkar, A., Madani, A., & Kafilzadeh, F. (2016). Molecular Prevalence and Clinical 

Importance of Torque Teno Virus Infection in Thalassemia Patients as High Risk Individuals, 13(June), 645–651. 

Zhong, S., Yeo, W., Tang, M. W., Lin, X. R., Mo, F., Hui, P., … Johnson, P. J. (2001). Gross elevation of TT virus genome load in the 

peripheral blood mononuclear cells of cancer patients. Annals of the New York Academy of Sciences, 945, 84–92. 

https://doi.org/10.1111/j.1749-6632.2001.tb03868.x 
 


