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Değerli Hekimlerimiz,

Sizlere haftalık olarak anti-aging konulu ama özellikle telomer biyolojisi konusunda bilimsel 
içerikli bir dergi ulaştırmak istiyoruz. Yoğun çalışma programlarınız içinde birlikte inceleme fırsatı 
bulamadığımız ancak, ilginizi çekeceğine emin olduğumuz telomer biyolojisi hakkındaki bilimsel 
makaleleri uygun vaktinizde incelemek üzere haftalık olarak size ileteceğiz. Bu dergileri almak 
istemezseniz info@anti-aging.com.tr adresine mail atmanızı veya 0 212 703 32 50 nolu telefona 
bildirmenizi rica ediyoruz.

Sizlere ulaştırmak istediğimiz ilk makale Şubat ayında tamamlanan ve Nisan ayında Rejuvenation 
Research adlı dergide yayınlanacak bir çalışma. Sonuçları oldukça heyecan verici bu çalışmayı 
daha yayınlanmadan sizler ile paylaşıyoruz. 

Kısaca telomerler hakkında bir hatırlatma yapacak olursak hücrelerimizde DNA kromozomlarının 
ucundaki genetik kod taşımayan koruyucu parçacıklara telomer adı veriliyor. Hücre yaşlandıkça bu 
parçalar da giderek kısalıyor. Yaşlılığa bağlı kronik hastalıkların birçoğunun telomer kısalması ile 
bağlantılı olduğu hakkında binlerce çalışma mevcut. Telomeri yeniden uzatabilmek ise hem bireyin 
sağlık profilini artırmak, hem de daha uzun bir yaşam konusunda umut vaad ediyor. 

Plasebo kontrollü, çift kör, randomize esaslı bu çalışmada CMV+ bireylerin telomer 
uzunluklarındaki değişim araştırılmış. CMV+ hastalarda telomer uzunluğu CMV- bireylere göre 
daha hızlı bir düşüş gösteriyor. 

Normal bir bireyde olması gereken telomer kısalmasının 50±20 bp/yıl olması bekleniyor. Ancak bu 
çalışmada CMV+ bireylerde telomer kısalması 290±100bp/yıl saptanmış. 

Bir yıl boyunca günde 1 tablet TA-65 250 ünite kullanan CMV+ bireylerde ise telomerlerin 
530bp±180 bp/yıl uzadığı gösterilmiş. 

Yine çalışmada da bahsedildiği gibi telomer kısalması yaşlılık ile bağlantılı hastalıklarla yakından 
ilişkilendiriliyor. Telomerlerin uzun tutulabilmesi halinde yaşlılık ile bağlantılı hastalıklara yakalanma 
riskini azaltabileceği bir çok yayında ele alınan bir konu. Önümüzdeki sayılarda bu çalışmaları da 
size iletiyor olacağız. 

Bir sonraki sayımızda size 2011 yılında Nature dergisinde yayınlanmış, dünyada ilk kez bir 
memelinin biyolojik yaşının geri çevrilebileceğinin gösterildiği yayını ileteceğiz. Harvard’dan Dr. 
DePinho ve arkadaşlarının fareler üzerinde yaptığı bu çalışma telomerleri yapay olarak kısaltımış 
farelerin yaşlanma profillerini ve ardından telomerlerin yeniden uzatılması halinde yeniden sağlıklı 
ve genç bir profile sahip olabileceklerini ve hatta yaşamlarının %40-50 uzatılabildiğini göstermesi 
açısından çok önemli bir çalışma. 

Bir sonraki sayımıza dek telomerlerinizin hep uzun kalması dileği ile, 

Kubilay Türkmen



ÖZET:

TA-65, Çin geleneksel tıbbında kullanılan doğal bir bitkinin köklerinden elde edilen küçük 
moleküllü bir telomeraz aktivatöründen üretilen besin desteğidir. Bu çalışmada 1 yıl boyunca 
randomize, plasebo karşılaştırmalı, çitf kör esasına göre TA-65’in telomer uzunluğu üzerindeki 
etkileri araştırılmıştır. Çalışma CMV +, göreceli olarak sağlıklı, 53-87 yaş aralığındaki bireylerde 
yapılmıştır. Düşük doz TA-65 (250 ünite) alan bireylerde 12 ay sonrasında telomer uzunluğu 
belirgin biçimde artarken (530±180bp, p=0,005) plasebo grubundaki bireylerde belirgin biçimde 
telomerler kısalmıştır (290±100bp, p=0,01). Yüksek doz TA-65 (1000 unite) kullananlarda ise 
plasebo grubu ile karşılaştırıldığında telomer uzunluğu artmış olmak ile beraber gelişme istatistiki 
olarak anlamlı bulunmamıştır. Düşük doz grubunda telomer uzunluğundaki değişim hem medyan 
hem de %20’lik dilimdeki kritik düzeyde kısa telomer uzunluklarında benzer gerçekleşmiştir. Bu 
bulgular TA-65’in telomer uzunluğunu istatistiki ve muhtemelen klinik düzeyde anlamlı düzeyde 
uzattığını göstermektedir. 

ÇALIŞMADAN BAŞLIKLAR: 

TA-65’in daha önce yapılan hem hayvan hem de insan çalışmalarında yaşlanmanın biyomarkerları 
olan bağışıklık, kardiyovasküler, metabolik, kemik ve inflamatuvar markerların tamamında bir 
toksisite işareti oluşturmaksızın gelişim sağlamıştır.  

Telomeraz aktivasyonun telomer uzunluğunu koruması ve hatta uzatması konusunda çok miktarda 
çalışma olup bazı çalışmalarda kritik düzeyde kısa telomerlere bağlı bozulan doku ve organ 
fonksiyonlarının yeniden düzenlenmesine yardımcı olduğu belirtilmektedir.

Genel toplumda telomer kısalması 50±21 bp/yıl dır. Alttaki tabloda deney gruplarda bireylerin 
telomer uzunluğu alttaki gibidir.

Plasebo grubunda 12. ayda telomer kısalması 290±100 bp olmuştur. Genel olarak plasebo 
grubunda telomer kısalması beklenenden (50±150bp/yıl) daha fazla olmuştur ki gruptaki bireylerin 
çalışmanın başında tahmin edildiği gibi sağlıklı bir yaşam tarzına sahip olmayabileceklerini 
düşündürmektedir. 

Düşük doz TA-65 (250 ünite-1 kapsül) grubunda ise 12. aydaki telomer uzunluğunda artış 
530±180 bp gerçekleşmiştir.

Genel olarak bu çalışmada en önemli bulgu düşük doz TA-65’in (250 ünite-1 kapsül) hem medyan 
hem de kısa telomelerin uzunluğunu artırmış olmasıdır ki bu klinik düzeyde dikkat çekicidir. Örnek 
olarak telomer uzunluğu hücrelerin rejeneratif kapasiteleri ile doğrudan pozitif yönde bağlantılıdır 
ve insanlarda mortalite ve hastalık riskini azaltırken öte yandan enfeksiyon risklerine karşı da 
direnci artırmaktadır. 

Telomer uzunluğu ölçümlerini yaptıkları için Life Length’e (İspanya) teşekkür ederiz. 

described in Kimura et al.14

Sample Preparation for HT Q-FISH
On processing day, samples and control cell lines were thawed at 37ºC and cell 
counts and viability were determined. Cells were seeded in clear bottom black-
walled 384 well plates at the density of 30,000 cells per well with five replicates of 
each PBMC sample and 8 replicates of each control cell line. Cells were fixed with 
methanol/acetic acid (3/1, vol/vol). On the next day, fixed cells were treated with 
pepsin to digest cytoplasm and nuclei were processed for hybridization in situ with 
the PNA probe. After a few washing steps adding DAPI for DNA staining, the plate 
was filled up with mounting medium and kept overnight at 4ºC. 

HT Microscopy
Quantitative image acquisition and analysis were performed on a High Content 
Screening Opera System (Perkin Elmer), using the Acapella software, Version 
1.8 (Perkin Elmer). Images were captured, using a 40x 0.95 NA water immersion 
objective. UV and 488 nm excitation wavelengths were used to detect the DAPI 
and A488 signals respectively. With constant exposure settings 15 independent 
images were captured at different positions for each well. After image acquisition, 
the nuclei image was used to define a region of interest for each cell measuring 
telomere fluorescence intensity in the A488 image in all of them. Results of intensity 
for each foci identified were exported from the Acapella software (Perkin Elmer). 
The telomere length distribution and median telomere length were calculated with 
Life Length’s proprietary program. 

The length of each individual telomere is calculated by interpolation of the 
corresponding intensity of fluorescence into the regression curve prepared with 
the controls. A distribution of telomere length is thereafter calculated and the 20th 
percentile of said distribution is given in representation of the percentage of short 
telomeres. In order to remove variability from different operators and machine 
variances over time, all samples (baseline, 3 months, 6 months, 9 months, and 
12 months) were tested at the same time by the same operator. The samples were 
blinded during the analysis. 

Figure 1: Baseline median telomere length. Least squares fit method is used to generate 
the linear regression model.  Each bubble indicates a subject. Solid line indicates 95% 
Confidence Limits and broken line indicates 95% Prediction Limits.  R-Square is 0.056. 
The cross-sectional rate of change by age is -50 ± 21 (SE) bp per year.

Clinical laboratory assays
During visits at baseline and at the end of visits at  3, 6, 9 and 12 months after 
initiation of the test products (placebo or TA-65), vitals were checked and blood 
was drawn from each subject. Assays for a comprehensive metabolic panel 
(insulin, glucose, blood urea nitrogen, creatinine, estimated glomerular filtration 
rate, sodium, potassium, phosphorus, bilirubin, alkaline phosphatase, aspartate 
aminotransferase, alanine aminotransferase); hematology panel (RBC, hemoglobin, 
hematocrit, complete blood count ,  white blood cells count,  differential leukocytes 
and platelets); lipid panel (total cholesterol, HDL cholesterol, triglycerides, LDL 
cholesterol); inflammatory markers (C reactive protein and homocysteine) 
and  immune cells including immunosenescence biomarkers (B lymphocytes, T 
lymphocytes, Natural Killer cells), were carried out at Labco, Spain. 

Statistical analysis: multilevel model
Since each person was measured multiple times, the errors from a regression 
model would not be independent, thus violating one of the key assumptions of the 
model. To deal with this, we used a multilevel model. Because we were interested 

Table 1: Average of median telomere lengths at 5 visits.
The average telomere length in  Placebo, low dose TA-65 (250 units) and high dose 
TA-65 (1000 units) groups at baseline and at the end of  3, 6, 9 and 12 months in kilo 
base pairs (kb) with standard deviation (s.d.). 

Average change in the median telomere length for TA-65 group and placebo group 
Median telomere length (TL) was measured in placebo group, low dose TA-65 
(250 units) group and high dose TA-65 (1000 units) group at baseline, 3 months, 6 
months, 9 months and 12 months (see Table 1).  At baseline, there were no significant 
differences in TL among the three groups, although the range of lengths was bigger 
for the placebo group. The telomere lengths shown in Figure 1 are significantly 
longer than those measured in similar age-range cohorts by qPCR.15 The reason 
for this is likely due to the fact that FISH-hybridization assays often detect signal 
from non-canonical telomeres (degenerate telomere sequences found in the sub-
telomeric region at chromosome ends). It is also possible that telomere clustering 
in the hTP-qFISH over-estimates telomere length, or that the methodology for 
assessing average telomere length is based on TRFs that may contain relatively large 
sub-telomeric DNA.

Figure 2: Change in the median telomere length compared to baseline in placebo group, 
low dose TA-65 (250 units) group and high dose TA-65 (1000 units) group. Δ TL 
represents change in telomere length compared to baseline. 

Change in the median telomere length for TA-65 group vs placebo group: multilevel 
analysis
As discussed in the statistical methodology, to understand the non-monotonic 
relationships with time and telomere length, a multilevel analysis was run. The 
effect of greatest interest was the interaction effect between time and group.  The 
main effect of time tests whether the placebo changed over time, while the main 
effect of group tests whether the groups were different at baseline. While both must 
be accounted for, our interest is in whether the three groups behaved differently 
over time and this is tested by the interaction (Group and Time interaction).  It is 
important to distinguish between the raw data (shown in table 1) and the parameter 
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Placebo
TA-65 (250 Units)
TA-65 (1000 Units)

Average of median telomere length (s.d.) in kb

Group Baseline 3 months 6 months 9 months 12 months

Placebo 11.03 
(1.49)

11.00 
(1.38)

11.19 
(1.28)

10.85 
(1.36)

10.74 
(1.55)

TA-65 (250 Units) 10.57 
(1.12) 

10.92 
(1.30)

10.89 
(1.30)

10.92 
(1.23)

10.81 
(1.40)

TA-65 (1000 Units) 10.44 
(1.04)

10.86 
(1.40)

10.59 
(1.32)

10.61 
(1.11)

10.22 
(1.19)

TA-65 lengthens telomeres in humans 

in nonlinear and possibly non-monotonic relationships between time and median 
telomere length, we used month as a categorical variable. Alternatives such as spline 
models were considered and rejected because the number of time-points per subject 
was relatively few. We used an unstructured covariance matrix based on fit indexes 
(Akaike Information Criterion). We included time, group and their interaction in 
the model. The interaction term is most important, since it indicates whether the 
effect of time on median telomere length was different in the different groups.

Results 

Median telomere length: baseline characteristics
We used a linear regression model to analyze cross-sectional data of telomere 
lengths of all 97 subjects at baseline. Telomere length at baseline ranged from 7 to 
15 kilo base pairs (kb) for the subjects aged from 53 to 87 years, and was 
inversely correlated with age (R-Square = 0.056). The cross sectional rate of 
decline in telomere length for the baseline population was 50 ± 21 bp/year. Figure 
1 shows the distribution of telomere length of the study participants at baseline. 
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Abstract
TA-65 is a dietary supplement, based upon an improved formulation of a small molecule telomerase activator that was discovered in a systematic screening of natural 
product extracts from traditional Chinese medicines. The current study summarizes the findings on telomere length changes from a randomized, double blind, placebo 
controlled study of TA-65 over a one year period. The study was conducted on 117 relatively healthy CMV positive subjects aged 53-87 years old. Subjects taking the low 
dose of TA-65 (250 units) significantly increased telomere length over the 12 months period (530±180 bp; p=0.005) while subjects in the placebo group significantly lost 
telomere length (290±100 bp; p=0.01). The high dose of TA-65 (1000 units) showed a trend of improvements in telomere length compared to the placebo group, however 
the improvements did not reach statistical significance.  Telomere length changes in the low dose group were similar for both median and 20th percentile telomere lengths. 
The findings suggest that TA-65 can lengthen telomeres in a statistically and possibly clinically significant manner. 

Will be published in Rejuvenation Research

Introduction 
TA-65 was discovered as a chemically defined small molecule activator of 
telomerase in the year 2000 from an empirical screen of natural product 
extracts from traditional Chinese medicines.1, 2 (Patent number: US7846904). 
Since that time, there have been research and observational studies on TA-65 
in humans and animal models supporting improvements in biomarkers of 
aging including immune, cardiovascular, metabolic, bone, and inflammatory 
markers, without significant signs of toxicity.2-4

The formulation (TA-65MD) is manufactured under the regulations of Current 
Good Manufacturing Practice (cGMP); it is designated as GRAS (Generally 
Recognized As Safe) for use in a medical food, and is sold as a dietary supplement 
by the company TA Sciences. 

Interest in TA-65 as a telomerase activator is largely driven by the potential health 
benefit of telomere maintenance. Without telomerase, telomeres gradually shorten 
with each cell division due to the “end replication problem”, oxidative stress and 
other natural DNA processing at chromosome ends, ultimately triggering cell 
senescence, i.e. the loss of cell replication capacity and ensuing tissue 
degeneration when telomeres become critically short.5 There is abundant evidence 
that telomerase activation can help maintain and/or lengthen telomeres,6-8 
and in some cases restore tissue and organ function that has been 
compromised by critical telomere shortening.9 However, to date, there have 
been no blinded, placebo controlled human studies of TA-65. This report 
provides the first evidence from a randomized, double blind, placebo controlled 
study that dietary supplementation with TA-65 has the ability to lengthen 
telomeres and potentially improve health outcomes in humans, with no 
observed safety concerns. 

Cytomegalovirus (CMV) infects the majority of the population 
worldwide asymptomatically. Seventy to eighty percent of individuals by the 
age of fifty are infected with CMV. CMV has been implicated in decreased T 
cell immunity,  associated immunosenescence, and decrease in the T cell 
receptor repertoire, causing clonal expansion of senescent CD8+CD28– T cells 
with a pro-inflammatory profile.10

Recent studies also suggest that CMV infections are associated with 
increased mortality in the elderly and are a potential factor in the 
development of cardiovascular disease among immuno-compromised 
individuals.11, 12 Here we investigated whether TA-65 can alleviate telomere 
attrition in CMV+ subjects, to support our previous observational study 
finding that TA-65 appears to preferentially lengthen critically short 
telomeres in CMV+ subjects.1 The current study is aimed at understanding 
telomere length changes in CMV+ subjects taking the telomerase activator TA-65 
in comparison to the placebo group. 

Materials and Methods 
Study design 
This is a randomized, double blind, placebo controlled, parallel group study 
with 

three arms. Subjects were randomized to placebo, low dose, or high dose groups 
using a random number table. The Principle Investigator and subjects were blinded 
until the completion of the study. Following initial screening (168 subjects), a total of 
117 subjects were recruited and 97 subjects completed the study.  Forty-five subjects 
(45) received TA-65: 23 subjects received one TA-65 capsule (250 units) and three 
placebo capsules; 22 subjects received four TA-65 capsules, each consisting of 250 
units of TA-65 (i.e. 1000 units/4 capsules). Fifty-two (52) subjects received four 
placebo capsules. The study involved 104-day cycles consisting of 90 days of taking 
product or placebo, followed by 14 days of abstinence from taking the test materials. 
The trial was run for a period of one year. The subjects had 6 visits during the study: 
pre-selection, day 0, at 3 months, 6 months, 9 months and 12 months (final visit). 
The capsules were taken on an empty stomach in the morning. 

The study was conducted in Barcelona, Spain. All the subjects were from Barcelona 
except one, who was from Malaga (South of Spain). Inclusion criteria were subjects 
with IgG antibodies positive for CMV, aged between 53 and 87 years old and 
who were able to sign informed consent. Exclusion criteria were subjects with 
active carcinoma, a prior history of cancer, severe infectious diseases (Hepatitis 
C, Hepatitis V, HIV and syphilis), autoimmune diseases, hormonal therapy, prior 
intake of TA-65, or nutritional supplements enriched with Omega-3. The male to 
female ratio was 1.25. 

Blood collection
Blood was collected 5 times during the study: at day 0, at 3, 6, 9 and 12 months.  
Blood was tested for the clinical biomarkers, and an aliquot was used to isolate 
peripheral blood mononuclear cells (PBMC) for the high-throughput measurement 
of telomere length by fluorescent in situ hybridization (FISH). 

Measurement of telomere length 
Median telomere length in PBMC was measured by Life Length (Spain) using the 
high-throughput (HT) Q-FISH technique. This method is based on a quantitative 
fluorescence in situ hybridization method modified for cells in interphase.13 In brief, 
telomeres are hybridized with a fluorescent Peptide Nucleic Acid probe (PNA) that 
binds to telomeric repeats (sequence: Alexa488-OO-CCCTAACCCTAACCCTAA, 
Panagene). Images of nuclei and telomeres are captured by a high-content screen 
system (see below). The intensity of the fl uorescent signal fr om te lomeric PN A 
probes that hybridize to a given telomere is linearly proportional to the length of the 
telomere. Intensities of fluorescence are translated to telomere lengths by comparing 
the obtained intensities of fluorescence versus a standard regression curve built with 
control cell lines of known telomere length. 

Control cell lines and Southern blot
Life Length’s control cell lines C0126, C0154, C0106 are immortalized human 
B cells purchased from the European Collection of Cell Cultures (ECACC). 
Lymphoblastoid tumoral cell lines REH and RAJI were purchased from ATCC 
(CRL-8286, CCL-86). Cellular stocks were prepared and kept in liquid nitrogen. 
Telomere length of the cell lines above were determined by a non-radioactive 
terminal restriction fragments (TRFs) by  southern blot assay following protocol as 
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described in Kimura et al.14

Sample Preparation for HT Q-FISH
On processing day, samples and control cell lines were thawed at 37ºC and cell 
counts and viability were determined. Cells were seeded in clear bottom black-
walled 384 well plates at the density of 30,000 cells per well with five replicates of 
each PBMC sample and 8 replicates of each control cell line. Cells were fixed with 
methanol/acetic acid (3/1, vol/vol). On the next day, fixed cells were treated with 
pepsin to digest cytoplasm and nuclei were processed for hybridization in situ with 
the PNA probe. After a few washing steps adding DAPI for DNA staining, the plate 
was filled up with mounting medium and kept overnight at 4ºC. 

HT Microscopy
Quantitative image acquisition and analysis were performed on a High Content 
Screening Opera System (Perkin Elmer), using the Acapella software, Version 
1.8 (Perkin Elmer). Images were captured, using a 40x 0.95 NA water immersion 
objective. UV and 488 nm excitation wavelengths were used to detect the DAPI 
and A488 signals respectively. With constant exposure settings 15 independent 
images were captured at different positions for each well. After image acquisition, 
the nuclei image was used to define a region of interest for each cell measuring 
telomere fluorescence intensity in the A488 image in all of them. Results of intensity 
for each foci identified were exported from the Acapella software (Perkin Elmer). 
The telomere length distribution and median telomere length were calculated with 
Life Length’s proprietary program. 

The length of each individual telomere is calculated by interpolation of the 
corresponding intensity of fluorescence into the regression curve prepared with 
the controls. A distribution of telomere length is thereafter calculated and the 20th 
percentile of said distribution is given in representation of the percentage of short 
telomeres. In order to remove variability from different operators and machine 
variances over time, all samples (baseline, 3 months, 6 months, 9 months, and 
12 months) were tested at the same time by the same operator. The samples were 
blinded during the analysis. 

Figure 1: Baseline median telomere length. Least squares fit method is used to generate 
the linear regression model.  Each bubble indicates a subject. Solid line indicates 95% 
Confidence Limits and broken line indicates 95% Prediction Limits.  R-Square is 0.056. 
The cross-sectional rate of change by age is -50 ± 21 (SE) bp per year.

Clinical laboratory assays
During visits at baseline and at the end of visits at  3, 6, 9 and 12 months after 
initiation of the test products (placebo or TA-65), vitals were checked and blood 
was drawn from each subject. Assays for a comprehensive metabolic panel 
(insulin, glucose, blood urea nitrogen, creatinine, estimated glomerular filtration 
rate, sodium, potassium, phosphorus, bilirubin, alkaline phosphatase, aspartate 
aminotransferase, alanine aminotransferase); hematology panel (RBC, hemoglobin, 
hematocrit, complete blood count ,  white blood cells count,  differential leukocytes 
and platelets); lipid panel (total cholesterol, HDL cholesterol, triglycerides, LDL 
cholesterol); inflammatory markers (C reactive protein and homocysteine) 
and  immune cells including immunosenescence biomarkers (B lymphocytes, T 
lymphocytes, Natural Killer cells), were carried out at Labco, Spain. 

Statistical analysis: multilevel model
Since each person was measured multiple times, the errors from a regression 
model would not be independent, thus violating one of the key assumptions of the 
model. To deal with this, we used a multilevel model. Because we were interested 

Table 1: Average of median telomere lengths at 5 visits.
The average telomere length in  Placebo, low dose TA-65 (250 units) and high dose 
TA-65 (1000 units) groups at baseline and at the end of  3, 6, 9 and 12 months in kilo 
base pairs (kb) with standard deviation (s.d.). 

Average change in the median telomere length for TA-65 group and placebo group 
Median telomere length (TL) was measured in placebo group, low dose TA-65 
(250 units) group and high dose TA-65 (1000 units) group at baseline, 3 months, 6 
months, 9 months and 12 months (see Table 1).  At baseline, there were no significant 
differences in TL among the three groups, although the range of lengths was bigger 
for the placebo group. The telomere lengths shown in Figure 1 are significantly 
longer than those measured in similar age-range cohorts by qPCR.15 The reason 
for this is likely due to the fact that FISH-hybridization assays often detect signal 
from non-canonical telomeres (degenerate telomere sequences found in the sub-
telomeric region at chromosome ends). It is also possible that telomere clustering 
in the hTP-qFISH over-estimates telomere length, or that the methodology for 
assessing average telomere length is based on TRFs that may contain relatively large 
sub-telomeric DNA.

Figure 2: Change in the median telomere length compared to baseline in placebo group, 
low dose TA-65 (250 units) group and high dose TA-65 (1000 units) group. Δ TL 
represents change in telomere length compared to baseline. 

Change in the median telomere length for TA-65 group vs placebo group: multilevel 
analysis
As discussed in the statistical methodology, to understand the non-monotonic 
relationships with time and telomere length, a multilevel analysis was run. The 
effect of greatest interest was the interaction effect between time and group.  The 
main effect of time tests whether the placebo changed over time, while the main 
effect of group tests whether the groups were different at baseline. While both must 
be accounted for, our interest is in whether the three groups behaved differently 
over time and this is tested by the interaction (Group and Time interaction).  It is 
important to distinguish between the raw data (shown in table 1) and the parameter 
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Average of median telomere length (s.d.) in kb

Group Baseline 3 months 6 months 9 months 12 months

Placebo 11.03 
(1.49)

11.00 
(1.38)

11.19 
(1.28)

10.85 
(1.36)

10.74 
(1.55)

TA-65 (250 Units) 10.57 
(1.12) 

10.92 
(1.30)

10.89 
(1.30)

10.92 
(1.23)

10.81 
(1.40)

TA-65 (1000 Units) 10.44 
(1.04)

10.86 
(1.40)

10.59 
(1.32)

10.61 
(1.11)

10.22 
(1.19)

TA-65 lengthens telomeres in humans 

in nonlinear and possibly non-monotonic relationships between time and median 
telomere length, we used month as a categorical variable. Alternatives such as spline 
models were considered and rejected because the number of time-points per subject 
was relatively few. We used an unstructured covariance matrix based on fit indexes 
(Akaike Information Criterion). We included time, group and their interaction in 
the model. The interaction term is most important, since it indicates whether the 
effect of time on median telomere length was different in the different groups.

Results 

Median telomere length: baseline characteristics
We used a linear regression model to analyze cross-sectional data of telomere 
lengths of all 97 subjects at baseline. Telomere length at baseline ranged from 7 to 
15 kilo base pairs (kb) for the subjects aged from 53 to 87 years, and was 
inversely correlated with age (R-Square = 0.056). The cross sectional rate of 
decline in telomere length for the baseline population was 50 ± 21 bp/year. Figure 
1 shows the distribution of telomere length of the study participants at baseline. 
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estimates by the multilevel analysis (shown in table 2).

The telomere lengths at baseline among the three groups were not 
significantly different as estimated by the group effect (Table 2). In the placebo 
group, there was a decrease in median TL at 9 and 12 months compared with 
baseline (Table 2 and Figure 2). At 9 months the decrease was 170 ± 90 bp (p= 
0.07) and at 12 months the decrease was 290 ± 100 bp (p=0.01).  Overall, the 
placebo group telomere data behaved slightly worse than expected (50-150 bp/
year), which may suggest that this cohort was either not as healthy at baseline as 
expected, or perhaps had a relatively poor set of lifestyle behaviors.16

In the low dose TA-65 (250 unit) group, there was an increase in median TL 
at 3 months followed by relative stability (Table 2). Compared to the placebo 
group, the effect of time was significantly different in the TA-65 groups.  The 
effect of low dose TA-65 (250 units) on median TL was significantly higher at 9 
months (median TL was 530 ± 170 bp longer, p=0.002), and 12 months (again, 
median TL was 530 ±180 bp longer, p= 0.005) and borderline significantly higher 
at 3 months (median TL was 380 ± 190 bp longer, p=0.05) but not significant at 
6 months (Table 2 and Figure 2).  

The high dose TA-65 (1000 units) showed a trend of improvement in 
telomere length compared to the placebo group, but the improvements did 
not reach statistical significance. It is not known why in this study the high dose 
TA-65 (1000 units) group appeared to change in a random manner. This may 
have resulted from a compliance issue with subjects who took the higher dose. In 
future studies, it may be necessary to monitor compliance over time and increase 
the number of subjects and doses tested.   

Figure 3
Change in the 20th percentile telomere length compared to baseline in placebo group, 
low dose TA-65 (250 units) group and high dose TA-65 (1000 units) group. Δ TL 
represents change in telomere length compared to baseline. * indicate outliers. 

Change in telomere length of the short telomeres (20th percentile) for TA-65 group and 
placebo group
The shortest quintile of telomere length (< 20th percentile) was measured in the 
placebo group, low dose TA-65 (250 units) group, and high dose TA-65 (1000 units) 
group at baseline, and at the end of 3, 6, 9 and 12 months, the average lengths were 
represented in table 3.

Average of 20th percentile telomere length (s.d) in kb

Group Baseline 3 months 6 months 9 months 12 months

Placebo 6.14 
(0.71)

6.08 
(0.64)

6.17 
(0.62)

6.01 
(0.66)

5.97 
(0.68)

TA-65 (250 Units) 5.84 
(0.68)

5.98 
(0.78)

5.98 
(0.81)

5.96 
(0.72)

5.93 
(0.49)

TA-65 (1000 Units) 5.93 
(0.49)

6.01 
(0.64)

5.83 
(0.52)

5.92 
(0.52)

5.77 
(0.52)

Table 3: Average of 20th percentile telomere lengths.
The average 20th percentile telomere length in  Placebo, low dose TA-65 (250 units) 
and high dose TA-65 (1000 units) group at baseline and at the end of  3, 6, 9 and 12 
months in kilo base pairs (kb) with standard deviation (s.d.). 

In the placebo group, there was a gradual decrease in average shortest quintile 
telomere length with time, as expected (Table 3). However, telomere length of the 
20th percentile in the low dose TA-65 (250 units) group increased at 3 months and 
was then relatively stable. In the high dose TA-65 (1000 units) group, there was no 
consistent change in the 20th percentile telomere length (see Table 3).  

Again, the key results are whether the effect of time was different in the different 
groups. We found similar trends to those for the median. Here, the differences 
between the low dose TA-65 (250 units) group and the placebo were significant at 3, 
9 and 12 months (increment of 200 bp, 260 bp and 270 bp, and the p values are 0.04, 
0.001 and 0.002, respectively). Also as with the median length, the effects in the high 
dose TA-65 (1000 units) group were inconsistent and non-significant (see Table 4). 

Key changes in the safety markers
Statistically significant differences between the baseline and 12 months 
measurements in the safety markers are shown in Supplementary Table 1 (S1).   
There were no clinically significant changes in the safety markers during the study 
as judged by the physician (Joseph M. Raffaele). Immune cell bio markers were 
unfortunately inappropriately run and hence could not be used. 

Effect Group Time (months) Change in TL (kb) Standard Error P value

Group effect

Placebo

 At baseline

Reference group

TA-65 (250 Units) -0.47 0.32 0.15

TA-65 (1000 Units) -0.24 0.33 0.47

Time effect Placebo

0 Reference group

3 -0.02 0.11 0.82

6 0.16 0.09 0.07

9 -0.17 0.09 0.07

12 -0.29 0.10 0.01

Group and time effect

TA-65 (250 Units)

0 Reference group

3 0.38 0.19 0.05

6 0.16 0.16 0.34

9 0.53 0.17 0.002

12 0.53 0.18 0.005

TA-65 (1000 Units)

0 Reference group

3 0.25 0.20 0.22

6 -0.13 0.17 0.46

9 0.22 0.17 0.20

12 -0.06 0.19 0.77

Table 2: Multilevel model analysis of median telomere length changes compared to baseline.
Placebo, low dose TA-65 (250 units) and high dose TA-65 (1000 units) groups are compared at baseline (0 months), and at the end of 3, 6, 9 and 12 months for median 
telomere length. The data show change in telomere length in comparison to the reference group(s). Results were adjusted for age and sex. 

TA-65 lengthens telomeres in humans 
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Discussion
In a previous observational study, subjects taking TA-65 along with other 
supplements showed improvements from baseline in health biomarkers, especially 
in CMV+ subjects.1 Since the subjects were blind to their CMV status while taking 
TA-65, it is unlikely that the positive effects of TA-65 were due to a placebo effect. 
To confirm that there was in fact no significant placebo effect, the current study was 
designed to be randomized, double blind and placebo controlled. We tested a cohort 
of CMV+ subjects for the effect of TA-65 on telomere length.  The telomere lengths 
were measured using HT Q-FISH with automation to handle large numbers 
of human samples and to improve consistency. The cross-sectional analysis of 
telomere length at baseline indicates a decline of 50 ± 21 bp per year, which is 
higher than in some studies, but consistent with other published data.5, 17, 18 The 
rate of telomere loss has been reported to be exacerbated in CMV+ individuals19 
which may also contribute to the relatively high rate of change in the cross-
sectional analysis. The rate of loss reported in this study18 was 94 ± 9 bp per year 
in CMV+ subjects and 77 ± 9 bp per year in CMV– subjects.  

In the current study, the placebo group had an average telomere attrition of 
290 ±100 bp/year (p = 0.01) while the low dose TA-65 (250 units) group had net 
increase of 530 ± 180 bp/year (p = 0.005). Interestingly there were no statistically 
significant changes in telomere length in the high dose TA-65 (1000 units) 
group.  In the previous observational study,1 the subjects who took a very low 
starting dose of 5 to 10 mg/day of unformulated TA-65 (i.e. active ingredient 
alone) had no significant change in telomere length. In the current study, with an 
improvement in formulation (TA-65MD) to enhance bioavailability, the TA-65 
250 units (with 8 mg of active ingredient) increased telomere length, whereas 
TA-65 1000 units (with 32 mg of active ingredient) showed no consistent 
changes in the telomere length. These data raise a possibility that TA-65 may have 
a bell-shaped dose response curve.  Murine cell data suggests that TA-65 results in 
reduction of cells with short telomeres.3 It is possible that the high dose TA-65 
(1000 units), by increasing the short telomeres lengths, rescued the near 
senescent cells resulting in a reduction in the median telomere length. A future 
study has been planned to address the expansion of near-senescent cells with 
additional TA-65 doses. Also, as compliance was not monitored in this study, it is 
possible that compliance declined in the high dose group.   

Analysis of the 20th percentile group showed trends similar to that of the 
overall group: telomere length increased in the low dose TA-65 (250 units) 
group at 12 months (268 ± 85 bp), but there was no consistent change in the 
high dose TA-65 (1000 units) group. The cause of no significant change over 
time in the high dose TA-65 group is unknown and unexpected. However, there 
was a trend in the observational studies1, 2 that high doses partially reverse some of 
the positive effects of TA-65. 

Overall the most significant finding of this study was that the low dose TA-65 
(250 units) increased both median and short telomere lengths in a statistically 
significant manner which could have clinical significance as well. For 
example, telomere length has been positively associated with increased 
regenerative capacity of cells,20, 21 reduced mortality and disease risks in 
humans,22-24  and increased resistance to infection.25 
The dose response of TA-65 for telomere length could not be accurately ascertained 
with only two doses tested, and with one of the doses showing no significant change 
over time. For these reasons, a more highly powered study with three or more doses 
is being planned. In addition, the results from the current study are consistent with 
the previous observations regarding the lack of any toxicity associated with the 
intake of TA-65. We did not find any product-related toxicities, as assessed by the 
biochemical markers of liver, kidney, and metabolic functions.

Acknowledgement
We thank Life Length (Spain) for the measurement of telomere lengths. 

Author Disclosure Statement
 Laura Salvador, as clinical investigator of the study was supported by funding from 
T.A. Sciences Inc. Gunasekaran Singaravelu and Anitha Suram are employees of 
T.A. Sciences Inc. Calvin Harley, Peter Flom and Joseph Raffaele consult for TA 
Sciences Inc. 

References
1. Harley CB, Liu W, Blasco M, et al. A natural product telomerase activator 
as part of a health maintenance program. Rejuvenation research. Feb 2011;14(1):45-
56.
2. Harley CB, Liu W, Flom PL, Raffaele JM. A natural product telomerase
activator as part of a health maintenance program: metabolic and cardiovascular
response. Rejuvenation research. Oct 2013;16(5):386-395.
3. Bernardes de Jesus B, Schneeberger K, Vera E, et al. The telomerase
activator TA-65 elongates short telomeres and increases health span of adult/old
mice without increasing cancer incidence. Aging cell. Aug 2011;10(4):604-621.
4. Szabo NJ. Dietary safety of cycloastragenol from Astragalus spp.:
subchronic toxicity and genotoxicity studies. Food and chemical toxicology : an
international journal published for the British Industrial Biological Research
Association. Feb 2014;64:322-334.
5. Vaziri H, Dragowska W, Allsopp RC, et al. Evidence for a mitotic clock
in human hematopoietic stem cells: loss of telomeric DNA with age. Proc Natl Acad 
Sci U S A. Oct 11 1994;91(21):9857-9860.
6. Qian Y, Yang L, Cao S. Telomeres and telomerase in T cells of tumor
immunity. Cell Immunol. May-Jun 2014;289(1-2):63-69.

Effect Group Time (months) Change in TL (kb) Standard Error P value

Group effect

Placebo

 At baseline

Reference group

TA-65 (250 Units) -0.30 0.17 0.07

TA-65 (1000 Units) -0.20 0.17 0.25

Time effect Placebo

0 Reference group

3 -0.06 0.05 0.22

6 0.03 0.05 0.54

9 -0.13 0.04 0.0026

12 -0.17 0.05 0.0005

Group and time effect

TA-65 (250 Units)

0 Reference group

3 0.20 0.10 0.0358

6 0.11 0.08 0.1763

9 0.26 0.07 0.0009

12 0.27 0.09 0.0023

TA-65 (1000 Units)

0 Reference group

3 0.10 0.10 0.30

6 -0.14 0.09 0.11

9 0.10 0.08 0.21

12 -0.01 0.09 0.93

Table 4: Multilevel model analysis of short telomere length changes compared to baseline. 
Placebo, low dose TA-65 (250 units) and high dose TA-65 (1000 units) groups are compared at baseline (0 months), and at the end of 3, 6, 9, and 12 months for 20th percentile 
telomere length. The estimate represents the change in telomere length in comparison to the reference group(s). Results were adjusted for age and sex.

TA-65 lengthens telomeres in humans 

Page 4 of 6



7. Shawi M, Autexier C. Telomerase, senescence and ageing. Mechanisms
of ageing and development. Jan-Feb 2008;129(1-2):3-10.
8. Ramunas J, Yakubov E, Brady JJ, et al. Transient delivery of modified
mRNA encoding TERT rapidly extends telomeres in human cells. FASEB journal
: official publication of the Federation of American Societies for Experimental
Biology. May 2015;29(5):1930-1939.
9. Stanley SE, Armanios M. The short and long telomere syndromes: paired 
paradigms for molecular medicine. Curr Opin Genet Dev. Jul 28 2015;33:1-9.
10. Bauer ME, Wieck A, Petersen LE, Baptista TS. Neuroendocrine and viral 
correlates of premature immunosenescence. Ann N Y Acad Sci. May 5 2015.
11. Crumpacker CS. Invited commentary: human cytomegalovirus,
inflammation, cardiovascular disease, and mortality. American journal of
epidemiology. Aug 15 2010;172(4):372-374.
12. Savva GM, Pachnio A, Kaul B, et al. Cytomegalovirus infection is
associated with increased mortality in the older population. Aging cell. Jun
2013;12(3):381-387.
13. Canela A, Vera E, Klatt P, Blasco MA. High-throughput telomere length 
quantification by FISH and its application to human population studies. Proc Natl
Acad Sci U S A. Mar 27 2007;104(13):5300-5305.
14. Kimura M, Stone RC, Hunt SC, et al. Measurement of telomere length by 
the Southern blot analysis of terminal restriction fragment lengths. Nat Protoc. Sep 
2010;5(9):1596-1607.
15. Gardner MP, Martin-Ruiz C, Cooper R, et al. Telomere length and
physical performance at older ages: an individual participant meta-analysis. PLoS
One. 2013;8(7):e69526.
16. Ornish D, Lin J, Daubenmier J, et al. Increased telomerase activity and
comprehensive lifestyle changes: a pilot study. Lancet Oncol. Nov 2008;9(11):1048-
1057.
17. Aubert G, Hills M, Lansdorp PM. Telomere length measurement-
caveats and a critical assessment of the available technologies and tools. Mutation
research. Feb 1 2012;730(1-2):59-67.
18. Frenck RW, Jr., Blackburn EH, Shannon KM. The rate of telomere
sequence loss in human leukocytes varies with age. Proc Natl Acad Sci U S A. May 
12 1998;95(10):5607-5610.
19. van de Berg PJ, Griffiths SJ, Yong SL, et al. Cytomegalovirus infection
reduces telomere length of the circulating T cell pool. Journal of immunology. Apr 
1 2010;184(7):3417-3423.
20. Fauce SR, Jamieson BD, Chin AC, et al. Telomerase-based pharmacologic 
enhancement of antiviral function of human CD8+ T lymphocytes. Journal of
immunology. Nov 15 2008;181(10):7400-7406.
21. Le Saux CJ, Davy P, Brampton C, et al. A novel telomerase activator
suppresses lung damage in a murine model of idiopathic pulmonary fibrosis. PLoS 
One. 2013;8(3):e58423.
22. Weischer M, Bojesen SE, Cawthon RM, et al. Short telomere length,
myocardial infarction, ischemic heart disease, and early death. Arterioscler Thromb 
Vasc Biol. Mar 2012;32(3):822-829.
23. Njajou OT, Cawthon RM, Blackburn EH, et al. Shorter telomeres are
associated with obesity and weight gain in the elderly. Int J Obes (Lond). Sep
2012;36(9):1176-1179.
24. Willeit P, Willeit J, Mayr A, et al. Telomere length and risk of incident
cancer and cancer mortality. Jama. Jul 7 2010;304(1):69-75.
25. Cohen S, Janicki-Deverts D, Turner RB, et al. Childhood socioeconomic 
status, telomere length, and susceptibility to upper respiratory infection. Brain,
behavior, and immunity. Nov 2013;34:31-38.

TA-65 lengthens telomeres in humans 

Page 5 of 6



Placebo TA-65 (250 Units) TA-65 (1000 Units)

Clinical Parameters 
(reference range)

Baseline (s.d.) 12 months (s.d.) p-value Baseline (s.d.) 12 months (s.d.) p-value Baseline (s.d.) 12 months (s.d.) p-value

Gamma glutamyl trans-
ferase (<40 U/L)

29.79 (22.32) 31.69 (25.09) 0.52 24.21 (13.96) 25.22 (12.01) 0.88 32.07 (20.37) 28.82 (13.96) 0.48

Alkaline phosphatase 
(30-120 U/L)

68.84 (18.53) 75.54 (22.96) 0.002 74.03 (17.52) 74.47 (14.72) 0.92 73.52 (15.94) 75.45 (14.98) 0.11

Sodium (135-152 
mmol/L)

141.05 (2.71) 141.00 (1.94) 0.77 140.29 (2.94) 140.26 (2.05) 0.92 141.81 (2.82) 140.45 (2.42) 0.03

Potassium (3.5 – 5.2 
mmol/L)

4.11 (0.32) 4.21 (0.29) 0.01 4.17 (0.34) 4.18 (0.39) 0.92 4.31 (0.42) 4.32 (0.32) 0.68

Total bilirubin (0.3 – 1.2 
mg/dL)

0.62 (0.27) 0.64 (0.31) 0.63 0.58 (0.22) 0.62 (0.17) 0.30 0.60 (0.24) 0.65 (0.24) 0.59

Total cholesterol (<200 
mg/dL)

219.04 (34.98) 209.95 (31.66) 0.15 216.74 (41.57) 224.83 (45.14) 0.98 228.48 (45.27) 221.36 (43.42) 0.30

HDL cholesterol 
(Male: >40mg/dL; 
Female:>50mg/dL)

68.11 (15.73) 67.16 (14.38) 0.72 68.19 (9.85) 70.78 (12.39) 0.46 69.39 (17.50) 69.86 (16.87) 0.69

LDL cholesterol (<100 
mg/dL)

128.98 (28.42) 119.71 (26.94) 0.05 129.63 (37.69) 134.28 (45.16) 0.89 136.13 (37.43) 130.00 (40.03) 0.41

Triglycerides (<150 mg/
dL)

109.87 (52.51) 114.97 (62.84) 0.30 94.52 (48.61) 99.17 (43.09) 0.91 115.13 (38.71) 107.07 (39.97) 0.47

C reactive protein (<6 
mg/L)

1.61 (1.58) 2.42 (3.64) 0.11 2.37 (2.51) 2.30 (2.41) 0.57 2.21 (2.21) 2.58 (2.19) 0.88

Insulin (5-25 m5-25 n 11.01 (3.89) 11.63 (4.65) 0.39 9.67 (2.87) 8.91 (2.27) 0.29 11.14 (3.91) 10.32 (3.42) 0.25

Homocysteine (5-15 
mmol/L)

10.29 (3.21) 10.31 (3.13) 0.97 10.41 (3.66) 11.12 (4.05) 0.69 11.28 (3.57) 10.97 (2.32) 0.42

Glucose (65-110 mg/dL) 92.86 (9.41) 93.79 (12.93) 0.88 91.14 (6.71) 90.17 (3.93) 0.16 95.78 (12.69) 96.59 (16.40) 0.54

Urea nitrogen (0-50 mg/
dL)

36.18 (8.42) 34.10 (8.78) 0.11 36.21 (6.38) 37.83 (9.34) 0.51 38.44 (9.09) 38.82 (8.48) 0.88

Creatinine (<1.3 mg/dL) 0.95 (0.14) 0.92 (0.14) <0.001 0.93 (0.15) 0.91 (0.15) 0.03 0.98 (0.16) 0.95 (0.16) 0.02

Uric acid (2-6.5 mg/dL) 4.70 (1.25) 4.96 (1.27) 0.21 4.66 (1.18) 5.22 (1.59) 0.06 4.84 (1.29) 5.58 (1.41) <0.001

Alanine aminotransfer-
ase (<40 U/L)

21.12 (8.19) 21.46 (10.41) 0.79 19.18 (8.33) 18.70 (8.04) 0.92 29.41 (35.14) 27.50 (23.40) 0.39

Aspartate aminotransfer-
ase (<40 U/L)

22.66 (5.33) 22.56 (5.12) 0.94 21.43 (5.11) 21.39 (3.76) 0.95 25.26 (11.35) 25.18 (8.10) 0.97

Systolic BP (<120 mm 
Hg)

127.54 (18.54) 127.67 (17.47) 0.55 127.61 (12.94) 125.56 (14.93) 0.21 132.56 (19.46) 128.24 (10.02) 0.26

Diastolic BP (<80 mm 
Hg)

76.44 (10.11) 74.46 (9.80) 0.03 81.04 (8.23) 74.78 (8.92) <0.001 79.15 (10.25) 74.00 (10.02) 0.02

Supplementary table 1

Table S1: The measurements of  markers and blood pressure are represented as mean (standard deviation) for the Placebo group, TA-65 250 units group and TA-65 1000 
units group at baseline and after 12 months (The other time points are not represented here). The bold numbers indicate the significant changes at 12 months compared 
to baseline. 
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• Kritik düzeyde kısalmış telomerlerin 
boyunu ve miktarını ölçen genetik testtir.

• Test biyolojik yaş tespiti için kullanılır. 
Yıllık ölçümler yaparak yaşlanma hızı 
belirlenip, yönetilebilir.

TA-65 MD® 250 Ünite, 90 kapsül
• Astragallus bitkisinden elde edilen özel 

bir molekül ile formüle edilmiş besin 
desteğidir.

• Yemeklerden 2-3 saat sonra günde 1 
kapsül alınması önerilir.

• Uzun süreli kullanımı güvenli olup, düzenli 
alınması önerilir.

TA-65 for Skin 30 ml - 118 ml
• Anti-aging amaçlı cilt bakım kremidir. 
• Patentli TA-65® etken maddesi içerir.
• Temiz cilde günde 2 kez uygulanır. 
• Tüm yaş ve cilt tiplerine uygundur. 
• Paraben içermez. 
• Airless tüp içinde kullanıma sunulur. 
• Dermatolojik olarak test edilmiştir.

• Her insan DNA düzeyinde eşsizdir. Anti-
aging tedavi de DNA düzeyinde kişiye 
özel olmalıdır. 

• Bireylerin genetik olarak yaşlanma 
eğilimlerini belirleyen testtir.

T.A.T. (Telomere Analysis Test)

www.tasciences.com


