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BACKGROUND AND PURPOSE: The magnetization transfer ratio (MTR) is a sensitive and
quantitative identifier of underlying structural changes in the brain. We quantitatively evalu-
ated age- and sex-related MTR changes in global gray matter (GM) and global white matter
(WM) in healthy adults.

METHODS: Fifty-two healthy volunteers (21 men, 31 women) aged 20–86 years underwent
dual-echo fast spin-echo and magnetization transfer imaging performed with and then without
a saturation pulse. GM and WM were distinguished by using a computer-assisted semiauto-
mated segmentation technique. MTR histograms were generated for each segmented tissue in
each subject and compared among age and sex groups.

RESULTS: The mean, median, first quartile, and peak height of the MTR histogram were
significantly lower in the older group (>50 years) than those in the younger group (<50 years)
for both GM and WM. The age dependency of these values can be expressed in a quadratic
fashion over the entire span of adulthood. The MTRs started to decline only after the age of
approximately 40 years in both tissues. No statistically significant differences in MTR histo-
gram measurements between the sexes were observed.

CONCLUSION: The different MTR values for both GM and WM in the two age groups
suggest that notable microscopic changes occur in GM and WM with advancing age, yet no
significant sex-related variations in MTR measurements were found in these neurologically
healthy adults. Such normative data based on the inherent contrast in MTRs are essential in
studies of specific disorders of aging, and they may have implications for our understanding of
the gross structural changes in both GM and WM in the aging brain.

MR imaging has been increasingly used to study nor-
mal brain development in children (1, 2) and age-
related degeneration in adults (3–7) to expand upon
postmortem findings related to the aging process of
the human brain. Relative to the neuropathologic
postmortem measures, MR imaging provides a non-
invasive in vivo approach that avoids the issues of
selection difficulty and bias, artifacts due to brain

fixation, and potential influences of premorbid brain
disorders or other causes of death inherent with post-
mortem techniques. MR imaging investigations of
aging effects have typically involved the use of T2-
weighted signal-intensity abnormalities (7) and mor-
phologic measures (3– 6), and investigators have
observed a range of normal variation in neurologi-
cally healthy men and women. These macroscopic
measures provide a window for monitoring changes in
the intact brain in healthy adults, and they have been
proved useful for assessing abnormal aging in neuro-
logic illnesses (8, 9).

Although conventional MR imaging provides ex-
cellent tissue contrast, it is not sensitive enough to
provide clues to the underlying microscopic mechan-
ics of tissue changes in the aging brain. Recently,
investigators have established the utility of magneti-
zation transfer (MT) imaging in detecting subtle
pathologic changes caused by various brain diseases
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(10–13), including neurodegenerative diseases (14).
MT imaging contrast is generated on the basis of the
exchange of proton magnetization between water
molecules and macromolecules in tissues. More re-
cently, the MT ratio (MTR) histogram (15, 16) has
been increasingly implemented to define a normal-
ized and quantitative measure by using two identical
sequences: one with a saturation pulse and one with-
out a saturation pulse. Although MTR values change
as numerous neurologic diseases progress (10–16),
few reports on the changes of normative MTR values
in underlying separate brain tissues caused by normal
aging have been published.

In a previous article (17), we reported on the mor-
phologic changes that occur in global gray matter
(GM) and white matter (WM) with normal aging. On
the basis of most of the same adult subjects, in this
study we attempted to detect the microscopic changes
in GM and WM due to aging by using MTR histo-
grams. Quantitative MT imaging may offer the clini-
cian another information window to characterize the
time course of underlying tissue changes in the adult
brain.

Methods
Fifty-two of the 54 healthy adult volunteers included in the

previous study (17) underwent MT imaging for this study. Two
subjects (45-year-old man and 80-year-old woman) were ex-
cluded from the previous population because of unqualified
MT images with motion artifacts. We therefore examined 21
men and 31 women aged 20–86 years (mean � SD, 46.1
years � 19.2). The distribution of subjects in each decade was
as follows: 13 in the 3rd decade, 10 in the 4th decade, eight in
the 5th decade, six in the 6th decade, seven in the 7th decade,
five in the 8th decade, and three in the 9th decade. The
enrollment criteria, age, and demographic data were previously
described in part I of this study (17). In general, each subject
underwent a structured clinical interview and physical exami-
nation to exclude any present or past neuropsychiatric illness or
substances abuse disorders. The volunteers had no evidence of
a chronic medical condition, central nervous system impair-
ment, or psychiatric disease in first-degree relatives. All sub-
jects provided written informed consent before their enroll-
ment in the study. Whole-brain GM and WM were segmented
on the basis of axial dual-echo fast spin-echo (FSE) images.
The proton density– and T2-weighted FSE imaging parameters
and the image segmenting process were also described in the
previous article (17).

MT images were acquired by using a 3D gradient-echo
sequence modified by an additional MT pulse (TR/TE, 106/5;
flip angle, 12°) with a 22-cm field of view, 5-mm section thick-
ness, and 128 � 256-mm matrix. MT contrast was achieved by
the application of a 19-ms sinc-shaped radio-frequency satura-
tion pulse during the TR period, with an equivalent flip angle
of 700° applied at a frequency of 1.2 kHz below the water
resonance. Two identical sets of axial images with different
contrasts (one acquired with and one acquired without MT
saturation pulses) were then obtained. The total acquisition
time for MT imaging was 15 minutes 4 seconds (ie, 7 minutes
32 seconds for each). The computation of MTR required both
volume images (segmented GM and WM) and MT images (Fig
1). Because FSE images have higher spatial resolution than
that of MT images, we registered the proton density–weighted
images with the MT images rather than vice versa. Once reg-
istered, the MTR was calculated in each voxel in the GM and
WM by using the following expression: MTR � (Mo – Ms)/
Mo � 100%, where Mo and Ms represent the signal intensity

of the voxel with the saturation pulse off and on, respectively
(Fig 2).

The MTR histograms for GM and WM were then gener-
ated, and the peak height was normalized by using the number
of voxels with a certain MTR value divided by the total number
of voxels in the entire tissue. Thus, the peak height of the
histogram represents the largest normalized frequency in terms
of one MTR value. More than 50 sections were obtained in
each subject to cover the whole brain. To minimize variation in
the whole-brain parenchyma volume calculations among sub-
jects, we included only those sections from the MR image sets
that started from the section just before that on which the
cerebellum appeared at the bottom and ended with the last
section on which brain was depicted at the top.

An independent-sample t test with a Satterthwaite correc-
tion for unequal variances was used to test differences in the
MTR histogram measurements across age groups (younger
than 50 years versus 60 years or older) and sexes. A Bonferroni
correction was applied so that the family-wise type I error rate
for the age-group or sex comparisons was less than or equal to
5%. Thus, a comparison of any one MTR histogram measure-
ment between either age or sex was statistically significant at a
family-wise significance level of 5% only if the P value of the
relevant t test was less than .05/7, or .0071, where 7 is the
number of histogram measures considered for GM or WM.
The linear association between each MTR histogram measure
and age was assessed by using Pearson product moment cor-
relation coefficients. An association was significant only if the
P value for the correlation was less than the Bonferroni cor-
rected level of .0071. The relationship between age and each
MTR histogram measure was further evaluated by using poly-
nomial least-squares regression. The regression models under
consideration were either linear or quadratic for age. The
quadratic model was fit to permit an assessment of whether the
rate of change in a given MTR histogram measure increases or
decreases with age.

Results
Tables 1 and 2 show the mean and SD for each

MTR histogram measurement and volume of each
age and sex group’s GM and WM, respectively.

Age Effects on MTA Histogram Parameters
To assess age-related MTR histogram changes, we

assigned the subjects to one of two age groups: 20–49
years (n � 31; mean � SD, 32.4 years � 8.6) and
50–86 years (n � 21; mean � SD, 66.3 � 10.3 years).
These two age groups were significantly different with
respect to the GM MTR histogram (Table 1, Fig 3A)
mean (P � .0001), median (P � .006), first quartile
(P � .0001), and peak height (P � .0003). The WM
MTR histogram (Table 2, Fig 3B) mean (P � .0003),
median (P � .0058), first quartile (P � .0002), and
peak height (P � .001) were also significantly differ-
ent between the two age groups. This finding indi-
cated that age-related microscopic tissue structural
changes were present in both GM and WM. Also,
differences in absolute GM and WM volumes be-
tween these two groups were significantly different
(P � .002).

The Pearson product-moment correlation was used
to identify age-predictive effects on the MTR histo-
gram measurements in GM and WM, as shown in
Table 3. Regardless of sex, age was significantly and
negatively associated with the MTR histogram mean,
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median, first quartile, and peak height in both GM
and WM (P � .0004). The results of the regression
analyses summarized in Table 4 show the least-
squares regression to predict the MTR measures,
mean, median, first quartile, and peak height as a
function of age and the R2 value associated with the
prediction model. R2 represents the percentage of the
total variance of the MTR measure that is explained
by its association (either linear or quadratic) with age.
The pattern of changes in the MTR histogram mean,
median, and first quartile were similar for the two
tissues; each demonstrated a quadratic pattern with
age (Fig 4) that was statistically significant (P � .012)
and negative. This finding implies that the MTR
mean, median, and first quartile for both global GM
and global WM exhibited a significant change toward
accelerated decline over time among subjects, but
only beyond a certain age (approximately age 40
years). However, the MTR histogram peak height for
both GM and WM did not demonstrate a significant
quadratic pattern with age (P � .21). Instead, the
peak height exhibited a significant linear decline (P �
.002) with no difference in the rates of change with
time.

FIG 1. Image data sets for calculating GM and WM MTRs by using the image-processing program.
A and B, Dual-echo FSE proton density–weighted (A) and T2-weighted (B) images.
C and D, Images obtained with the MT saturation sequence off (C) and on (D).
E and F, Segmented volume image of GM (E) and WM (F) were generated from original proton density– and T2-weighted images.

FIG 2. Simplified image analysis schematic for the MTR histo-
gram construction.
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Sex Effects on MTR Histogram Parameters
Tables 1 and 2 also show sex-related differences in

MTR histogram measurements in GM and WM, re-
spectively. No significant differences between the
sexes were observed in any GM or WM MTR histo-
gram measure at each age. Also, no significant differ-
ences were observed between sexes in terms of the
rates of change in the measures as a function of their
age. However, total absolute GM volumes in male
subjects were significantly larger than those in female
subjects (P � .004).

Discussion
MT theory is based on the interactions between

protons in a free spin environment and protons in an

immobile spin environment. By saturating the immo-
bile spin population (18, 19) (ie, protons bonded to
macromolecular structures such as proteins and
membranes) and then decreasing and transferring the
magnetization to the free spin population (ie, water
pool), a unique MT image contrast is obtained. This
process results in signal intensity loss due to transfer
phenomenon, with a greater loss in regions where
higher concentration of macromolecules (ie, myelin)
occurs. Recently, this loss became quantifiable by
calculating the MTR of saturated and nonsaturated
images and by overlaying the MT images with seg-
mented tissue images. Our results demonstrated sig-
nificant correlations of the MTR histogram measures
for both segmented GM and WM with advancing age

TABLE 1: Comparisons of Gray Matter Magnetization Transfer Ratio and Volume Measurements in Different Age and Sex Groups

Measurements

Mean � SD

P Values

Mean � SD

P ValueAge � 50 y Age � 50 y Female Subjects Male Subjects

Mean (%) 30.2 � 0.5 29.3 � 0.9 �.0001 29.9 � 0.7 29.8 � 0.9 .672
Median (%) 31.8 � 0.6 31.2 � 0.9 .006 31.6 � 0.7 31.4 � 0.9 .221
First Quartile (%) 28.3 � 0.7 26.9 � 1.4 �.0001 27.8 � 1.2 27.6 � 1.3 .579
Third Quartile (%) 34.3 � 0.7 34.3 � 0.7 .988 34.4 � 0.7 34.2 � 0.7 .444
Peak Loc (%) 32.5 � 0.7 32.9 � 0.9 .07 32.9 � 0.8 35.0 � 0.8 .31
Peak HT (�10�3) 98.5 � 10.3 86.3 � 12.4 .0003 94.6 � 13.6 92.1 � 11.2 .487
Volume (mL) 708.5 � 96.7 627.0 � 85.5 .002 642.4 � 89.0 724.5 � 97.0 .004

Note.—Peak Loc indicates location and Peak HT, normalized peak height of magnetization transfer ratio histogram.

TABLE 2: Comparisons of White Matter Magnetization Transfer Ratio and Volume Measurements in Different Age and Sex Groups

Measurements

Mean � SD

P Values

Mean � SD

P ValueAge � 50 y Age �50 y Female Subjects Male Subjects

Mean (%) 33.5 � 0.7 32.6 � 1.0 .0003 33.1 � 0.9 33.1 � 1.1 .964
Median (%) 34.7 � 0.8 34.0 � 0.9 .0058 34.5 � 0.8 34.2 � 1.0 .153
First Quartile (%) 32.5 � 0.8 31.4 � 1.2 .0002 32.1 � 1.1 31.9 � 1.2 .638
Third Quartile (%) 36.4 � 0.7 36.1 � 1.0 .209 36.3 � 0.8 36.2 � 0.8 .803
Peak Loc (%) 35.0 � 0.7 34.8 � 0.9 .35 35.0 � 0.8 34.8 � 0.6 .31
Peak HT (�10�3) 146.6 � 17.3 129.8 � 16.8 .001 141.8 � 18.7 136.9 � 19.3 .356
Volume (mL) 504.2 � 72.3 447.4 � 52.3 .002 475.9 � 72.5 489.3 � 67.8 .50

Note.—Peak Loc indicates peak location and Peak HT, normalized peak height of magnetization transfer ratio histogram.

FIG 3. MTR histograms in younger (� 50 years) and older (� 50 years) groups in healthy adults. The normalized peak height was
significantly lower in the older group in both tissues. Compared with WM, GM has smaller MTR values.

A, Global GM.
B, Global WM.
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but not with sex. These correlations included both the
quadratic (mean, median, first quartile) and linear
(peak height) patterns of change. They add to our
prior volumetric data of global GM and WM (17) to
suggest that, in addition to morphologic change, a
microscopic alteration occurs in the neurologically
healthy adult brain with advancing age. These results
also build on information from a previous MT study
of brain development (20) by measuring the MTR in
the adult brain. Moreover, the technological advance-
ments in computer-assisted techniques have permit-
ted achievable tissue segmentation, thereby greatly
improving the utility of the MTR histogram of under-
lying tissues in the brain in clinical settings.

Past studies have revealed that brain undergoes
many structural and biochemical WM changes early
in life. Engelbrecht et al (20) showed a significant
increase in MT contrast from a range of 13–19% to a
range of 34–37% in WM in children aged 1–80
months. This finding is thought to reflect the progress
of myelination, as the total water content of brain
decreases (21) and the amount of cholesterol and
phospholipids increases (22). Although some MT
studies resulted in the generation of global MTR
values in healthy adults, these individuals were used
only as control subjects in studies of WM diseases (10,
12, 15, 16). Few studies have been performed to
carefully examine the MTR values in healthy adults,

TABLE 3: Pearson’s Product-Moment Correlations Between Age and Magnetization Transfer Ratio Measurements for Gray Matter and
White Matter

Measurements

Gray Matter White Matter

Correlation P Value Correlation P Value

Mean (%) �0.61 �.0001 �0.58 �.0001
Median (%) �0.47 .0004 �0.47 .0004
First Quartile (%) �0.68 �.0001 �0.63 �.0001
Third Quartile (%) 0.02 .90 �0.25 .07
Peak Loc (%) 0.20 .16 �0.24 .08
Peak HT (�10�3) �0.59 �.0001 �0.57 �.0001

Note.—Peak Loc indicates peak location and Peak HT, normalized peak height of magnetization transfer ratio histogram.

Table 4: Predictive Value of Age in MTR Measurements of GM and WM

Measurements Rediction Equation R2

GM Mean Mean � 29.1 � 0.067 � Age � 0.001 � Age2 49.10%
GM Median (%) Median � 29.9 � 0.097 � Age � 0.001 � Age2 44.60%
GM First Quartile (%) First Quartile � 27.3 � 0.072 � Age � 0.001 � Age2 55.30%
GM Peak HT (�10�3) HT � 111.5 � 0.389 � Age 34.90%
WM Mean Mean � 32.4 � 0.066 � Age � 0.001 � Age2 42.80%
WM Median (%) Median � 33.5 � 0.069 � Age � 0.001 � Age2 32.20%
WM First Quartile (%) First Quartile � 31.4 � 0.071 � Age � 0.001 � Age2 48.80%
WM Peak HT (�10�3) HT � 166.5 � 0.561 � Age 32.50%

Note.—Peak HT represents normalized peak height of magnetization transfer ratio histogram. R2 is associated with the prediction model and
represents the percentage of the total variance of the magnetization transfer ratio measure that is explained by its association (either linear or
quadratic) with age.

FIG 4. Regression analysis of MTR means in all subjects with age. Note that both GM and WM MTR means show a quadratic pattern
with age during human adult life.

A, GM.
B, WM.
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and few groups have detected the microscopic
changes in WM due to normal aging (23). We found
significantly different WM MTR histogram measure-
ments in younger (�50 years) and older (�50 years)
adults, on the basis of the total segmented tissue. The
data presented indicate that clear age-related WM
chemical and structural changes are present in adult
brains; these changes seem to be invisible on conven-
tional MR images. This observation is consistent with
the findings of Hofman et al (23) in which a decreased
mean WM MTR was found with increasing age, and
it is consistent with findings of lower MTR parame-
ters in periventricular hyperintensities in the elderly
(14, 24). This finding also agrees with the results from
a diffusion-weighted imaging study in which frac-
tional anisotropy (a measure for integrity of micro-
structure) in WM significantly decreased with age
(25). These changes are thought to reflect the process
of neurodegeneration (ie, cell death, axon loss, and
myelin pallor with gliosis) (17). However, Mehta et al
(26) found no age dependency of the MTR parame-
ters in deep WM of healthy adults. Two reasons for
this discrepancy are possible. First, Mehta et al mea-
sured MTRs in discrete areas of deep WM rather
than global WM, as in our study, and the areas chosen
can heavily influence the MTR results. For example,
in the study by Mehta et al, the mean MTR ranged
from 31% to 38%. Because MTR histograms are
generated on the basis of each pixel, the statistical
power may be decreased if the subcortical and other
areas of WM are not included. Furthermore, because
most neurodegenerative diseases generally affect the
entire brain, the global measure is thought to be a
better quantitative marker for estimating the net ef-
fects of all kinds of pathologic conditions. Second, the
imaging sequence with which the MT pulses combine
can influence the MT effect (27). Mehta et al (26)
used the T1-weighted sequence, which showed a 50%
relative reduction in the measured MT effect of WM,
compared with proton density–weighted sequence
(28). The addition of an MT pulse to a 3D gradient-
echo protocol in our study could have improved en-
dogenous contrast (29) and resulted in higher MT
effects. However, in the current study, the lower
global WM MTR measurements in healthy older
adults may correspond to long-term tissue loss, which
was suggested in our previous study (17). These
global MTR measures may have potential as tool for
monitoring the disease burden to assess the effects of
drugs and therapy in the state of disease processes, as
shown in some multiple sclerosis studies (30, 31).

The results based on the global GM also indicate
that significant age-related changes affect the MTR
histogram mean, median, first quartile, and peak
height. The MTR measures are sensitive enough to
help detect even subtle differences in GM between
younger and older adults. The decreases in MTR
measures in GM with age may have resulted from the
degenerative changes in myelin and axons in the gyral
cores and subarcuate fibers in the GM (32). The
demyelination and axonal degeneration that appears
in GM may be explained by a neuronal cell body

disorder (ie, reduced size), which could result from a
decrease in the global cortical metabolic rate in aging
people (33). At the same time, more free-water con-
tent in the enlarged extracellular space would result
in decreased MTR values. However, MT effects for
GM were small compared with those for WM (Fig 3),
perhaps because of the smaller amount of myelin and
axons in the GM; these results are in agreement with
findings from other studies (26, 34).

However, in the current study, we did not find a
significant difference in the MTR histogram peak
location and third quartile for either GM or WM in
the younger and older groups. The MTR histogram in
this study was based on the results of volumetric
analysis. As shown in Figure 3, the mean MTR rep-
resents the average value of all voxels from the total
segmented GM or WM. The peak height (y axis)
represents the largest number of voxels that have the
same MT ratio (peak location) on the x axis. The
lowering of the normalized peak height in older group
compared with that of the younger group in this study
suggests that a greater variation may be present in
tissues of older persons so that the voxels are less
likely to have the modal value in older people. Fur-
thermore, in this and previous studies (15, 16) the
decrease in the peak height was coincident with an
increase in the first quartile, as indicated in Figure 3.
Therefore, the peak height was frequently used as a
marker to reflect the amount of remaining normal
brain tissue in patients compared with healthy control
subjects (12–15), and normalized to adjust for head
size or volume loss. However, significant changes in
the peak location and the 75th percentile of the his-
togram may suggest that the MTRs in a larger num-
ber of voxels in certain segmented tissue have
changed, as shown in the study of normal-appearing
brain tissue in multiple sclerosis (35). This was not the
case in the current study.

As shown in Figure 4, the means of both GM and
WM MTR histograms demonstrated a quadratic re-
lationship with age. The MTR mean, median, and
first quartile of these two tissue types each showed a
slight increase with age until middle adulthood. One
possible implication of this interesting pattern is that
WM maturation or myelination may slowly continue
until around age 40 years, when the MTR measures
(mean, median, first quartile) first begin to decrease.
This finding further confirmed the suggestions of our
volumetric study (17) and other studies (36, 37) in
which the WM volume slowly increases until middle
adulthood, suggesting continued myelination, and de-
generative changes of WM begin only from the mid-
dle of adulthood. However, some inconsistencies ex-
isted regarding the GM change with age between the
volumetric data (17) and the current MTR data. GM
volume was found to decrease linearly with age, be-
ginning in early adulthood (17), whereas GM MTR
changes in a quadratic way and starts decreasing only
after midlife. We found that both GM and WM MTR
had a similar pattern of change with age, which indi-
cated that GM MTR changes are primarily due to the
changes in the small amount of WM within the GM.
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The myelinated process of extended fibers of subar-
cuate and gyral cores might be involved in the aging
process. This finding can also be explained by the
much lower MTR values in GM relative to those in
the WM, because the MTR was considered to be a
sensitive marker for myelin structure changes. How-
ever, in this study, the pattern of change in the MTR
histogram peak height that linearly decreased in both
tissues may suggest constant changes occur with in-
creased variation of MTRs in the brain, either be-
cause of maturation (MTR increase) and an aging
(MTR decrease) process.

However, the MTR measured in the current study
is based on the whole-brain GM and WM. Thus, the
results indicate changes in each brain tissue type as a
whole. In the current study, we did not find significant
sex-related MTR differences for either GM or WM.
The results of our study differ slightly from those
reported by Hofman et al (23) in which the mean
MTR of WM in men was higher than that in women.
The reason for the difference in sex-related effects
between their study and ours is uncertain, but it may
be related to the differences in the WM segmentation
technique. While we used global WM and segmented
it on the basis of 3-mm dual-echo FSE axial images
without gap, Hofman et al (23) used only the part of
brain anterior to the splenium of the corpus callosum
and segmented the WM on the basis of coronal 6-mm
MT images with a 0.6-mm gap. Furthermore, the
mean age of subjects in their study was 10 years older
than the mean age of our subjects. These findings
must be clarified or replicated in further studies, be-
cause previous studies did not reveal significant sex
differences in either T1 and T2 relaxation times (36)
or in diffusion tensor measurements (39) in WM.

Conclusion
Quantitative MT imaging may offer the clinician

sufficient sensitivity and accuracy to characterize the
time course of subtle changes in the adult brain due to
age. The MTR histogram data shown in this study
compare favorably with the data of volumetric mea-
surements from the previous study and further imply
the mechanism of delayed WM volume growing until
the middle of adult life (17). We found significant
decreases in MTR in both GM and WM with advanc-
ing age, but only starting at middle age. The identifi-
cation of such differences would have implications in
understanding and interpreting MTR data in the dis-
eased states.
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