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Separate Sex-Influenced and Genetic
Components in Spontaneously
Hypertensive Rat Hypertension

Monte E. Turner, Mark L. Johnson, and Daniel L. Ely

Previous results from our laboratory indicated two major genetic components of spontaneously
hypertensive rat (SHR) hypertension, an autosomal component and a Y chromosome compo-
nent Two new substrains, SHR/a and SHR/y, were developed using a series of backcrosses to
isolate each of these components. The SHR/a substrain has the autosomal loci and X
chromosome from the SHR strain and the Y chromosome from the Wistar-Kyoto (WKY) rat
strain. The SHR/y substrain has only the Y chromosome from the SHR and autosomal loci and
X chromosome from the WKY strain. Throughout these breeding programs parents were
chosen at random without selection for blood pressure. Males of both substrains maintained
blood pressures over 180 mm Hg. Comparisons of blood pressure in these new substrains with
the original parental strains can be used to determine the relative proportions of each genetic
component in hypertension. The Y chromosome component contributes 34 mm Hg, which is the
difference between SHR/y male and WKY male blood pressure. The total autosomal component
contributes 46 mm Hg, which is the difference between SHR/a male and WKY male blood
pressure. The autosomal component is a sex-influenced trait; males in the SHR/a strain have
significantly higher pressures than SHR/a females. Of the 46 mm Hg estimated for the
autosomal component, 41 mm Hg is the result of these loci interacting with male phenotypic
sex. This sex-influenced component is separate and distinct from the Y chromosome compo-
nent (Hypertension 1991;17:1097-1103)

In the spontaneously hypertensive rat (SHR), a
well-studied animal model of human essential
hypertension, blood pressures of males are sig-

nificantly elevated above those of females.1 In dis-
secting the genetic basis of SHR hypertension, the
origin of this sex difference has not been explained. A
number of genetic traits either are associated with or
differ with phenotypic sex. There are at least three
different genetic mechanisms to account for these
types of traits. A sex-linked trait is the result of a
gene that is located on the X chromosome. A holan-
dric trait is the result of a gene on the Y chromo-
some. These two types of traits show associations
with sex in mammalian systems because females have
two X chromosomes and males have one X and one
Y chromosome. A third trait, sex-influenced, is also
affected by phenotypic sex. For such a trait, a male
and female with the same genotype at the sex-
influenced locus may have different phenotypes. An
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example of such a trait in human pedigrees is male
pattern baldness. The gene for this trait acts as an
autosomal dominant in males but as an autosomal
recessive in females.2"3 In a simple sense, a sex-
influenced trait is a gene whose phenotype is modi-
fied by the environment, except that the environment
in this case is phenotypic sex. The genetic locus for a
sex-influenced trait can be found anywhere in the
genome, and sex-linked or holandric traits have no
greater chance of being sex-influenced than autoso-
mal traits.

Genetic crosses between Wistar-Kyoto rats
(WKY) and SHR have been used to elucidate the
genetic basis of this hypertension. Surprisingly, we
have found that the blood pressure of hybrid off-
spring was dependent on the strain of the father.
Male offspring with an SHR father had significantly
higher pressures than sons with a WKY father.4

These crosses suggested that there are two major
components of SHR hypertension: one component is
a genetic locus on the SHR Y chromosome, a holan-
dric trait, and the second component is an autosomal
locus or loci. Finding a Y chromosome locus is also
consistent with the observation that SHR males have
higher blood pressures than SHR females since
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males would have both the Y and autosomal compo-
nents, while females would only have the autosomal
component. However, this is only a portion of the
picture because in those crosses with a WKY father,
sons still had significantly higher blood pressures
than daughters.4 The hypertensive Y chromosome
was not present in these males, so if only the Y
chromosome were responsible for the sex differences,
these sons and their sisters should have the same
blood pressures. This result would indicate that the
autosomal component may be a sex-influenced trait.
In some way the environment of maleness or female-
ness modifies the hypertensive effects of the SHR
autosomal genes.

The origin of the SHR strain is instructive in
understanding the results described above. The SHR
strain was originally derived through the selective
breeding of WKY males and females with increased
blood pressure.56 There was an almost immediate
response to this selection, with almost 100% hyper-
tension by generation three.56 This type of selective
response would be possible if only a few genetic loci
were involved. It is also important that in the original
selected parents, males had higher pressures than
females. These original observations and the rapid
response to selection are consistent with the finding
of a Y chromosome component and the possibility of
a sex-influenced genetic component.

The purpose of this study is to describe the results of
experiments designed to quantitate the individual
hypertensive effects of two genetic components. The
autosomal component was tested for the influence of
phenotypic sex on these loci. A description of two new
backcross substrains of SHR that separate the two
genetic components of SHR hypertension is included.

Methods
The original SHR and WKY strains were obtained

from Harlan Sprague Dawley (Indianapolis, Ind.),
which obtained the initial SHR breeding stock from
the National Institutes of Health. According to the
most current Harlan Sprague Dawley genetic moni-
toring report, this strain is comparable with the most
genetically authentic hypertensive strains in the
United States that were derived from the National
Institutes of Health colonies (personal communica-
tion, 1988).

Two new substrains were developed to separate
the Y chromosome and the autosomal loci, which are
the two genetic components of SHR hypertension.
The first substrain, designated SHR/y, contains an
SHR Y chromosome and autosomal genes of WKY
origin. A WKY female was crossed with an SHR
male and Fj sons were selected. These Fj sons were
crossed with a WKY female, and F2 sons were
selected. This mating scheme was continued each
generation with sons crossed with WKY females. All
sons selected for breeding were picked at random
without regard for blood pressure. The final blood
pressures presented in this report are from genera-
tion F7 (Table 1). At this generation, the autosomal

TABLE 1. Theoretical Average Proportions of Spontaneously Hyper-
tensive Rat and Wistar-Kyoto Rat Autosomal Gene Lod in Each
Generation of tbe Two Backcross Substrains, SHR/a and SHR/y

Substrain Generation

SHR/a 1
2
3
4
5
6
7
8

SHR/y 1
2
3
4
5
6
7
8

%SHR
genes

50 0
75.0
87.5
93.8
969
98 4
99.2
99.6
50.0
25.0
12.5
6.2
3.1
1.6
0.8
04

%WKY
genes

50.0
250
12 5
6.2
3.1
1.6
0.8
0.4

50.0
75.0
873
93.8
96.9
98.4
99.2
99.6

Y chromosome

WKY
WKY
WKY
WKY
WKY
WKY
WKY
WKY
SHR
SHR
SHR
SHR
SHR
SHR
SHR
SHR

SHR, spontaneously hypertensive rat; WKY, Wistar-Kyoto rat.

loci should be over 99% WKY with any remaining
SHR loci being a random mix and not necessarily
those loci affecting blood pressure. Since sons were
selected each generation, the Y chromosome is of
SHR origin, although the pseudoautosomal region
could contain loci of WKY origin.

The second substrain, designated SHR/a, contains
autosomal loci of SHR origin and a WKY Y chro-
mosome. An SHR female was crossed with a WKY
male, and F, sons were selected. These sons were
crossed with an SHR female, and F2 sons were
selected. Sons were selected from each generation
without regard for blood pressure and crossed with
an SHR female. The F7 rats used in these experi-
ments contain on average over 99% SHR loci (Table
1) with a WKY Y chromosome. Although we have
designated this strain SHR/a and refer to the auto-
somal component, this substrain also contains the
SHR X chromosome, and any effect of this chromo-
some would be included in the autosomal effects.

Animals were maintained at room temperature
(26-28°C) with a 12-hour light/dark cycle (6 AM-6
PM, light/6 PM-6 AM, dark), and were provided with
water and Purina lab chow ad libitum. A typical
breeding box (40x50x20 cm) consisted of three
females and one male housed in aspen shavings
(changed once per week; American Excelsior, Qeve-
land, Ohio). All animals were maintained and
treated according to National Institutes of Health
guidelines.

Blood pressures were measured by tail sphygmo-
manometry (Narco Biosystems, Houston, Tex.).7

Blood pressures were measured for the following
strains, substrains, and generations: SHR/a F2,14-24
weeks of age, n=3 males; SHR/a F2, 14-24 weeks of
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FIGURE 1. Plot of average male blood pressure of backcross generations with respect to age for the SHRJy substram. Original
parental strains, SHR and WKY, are included for comparisons. Ft data are reproduced from Ely and Turner.4 SHR, spontaneously
hypertensive rat; WKY, Wistar-Kyoto rat; Ft, generation 1, F4, generation 4; Fs, generation 5; F7, generation 7; SHRJy, rat substram
containing an SHR Y chromosome and autosomal genes of WKY origin.

age, n=3 females; SHR/a F7, 22-25 weeks of age,
n = 10 males; SHR/a F7, 22-25 weeks of age, n=6
females; SHR/y F4,16-23 weeks of age, n = 12 males;
SHR/y F5, 8-15 weeks of age, n=Yl males; SHR/y F7,
22-25 weeks of age, n=14 males. The blood pres-
sures for generation F! and the original parental
strains have been published previously.4 Substrains
reported here were developed from those original
animals.

Statistical analysis was performed using one-tailed
Student's / tests.

Results
Blood pressures in males during the development

of the new substrains, SHR/a and SHR/y, are indi-
cated in Figures 1 and 2. In the SHR/y development
(Figure 1), there were no consistent significant dif-
ferences between age and generations, but pressures
were significantly lower than SHR and higher than
WKY (/><0.01). In the SHR/a strain (Figure 2), F7
pressures were significantly higher than the Fj gen-
eration. Generation F7 pressures in SHR/a were

significantly lower than SHR and higher than WKY
)

Blood pressures in females during the develop-
ment of the SHR/a substrain are shown along with
the two original parental blood pressure profiles in
Figure 3. SHR female pressures were elevated above
WKY females, and generation F7 SHR/a females
were significantly higher than WKY females at 18
weeks of age but not significantly different than SHR
females. Comparison with Figure 2 demonstrates the
overall lowering of blood pressure in females versus
males in the SHR/a substrain.

Table 2 lists average blood pressures for males of
each substrain, parental strains, female pressures for
the SHR/a substrain, and the parental strains. These
are representative pressures taken at about 20 weeks
of age and were used to calculate the relative pro-
portions of each component. Within this group, male
pressures of the SHR/a and SHR/y substrains were
significantly lower than SHR (p<0.01) and signifi-
cantly higher than WKY males (p<0.01). The male
pressures of the two substrains were not significantly
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FIGURE 2. Plot of average male blood pressure of backcross generations with respect to age for the SHRJa substrain. Original
parental strains, SHR and WKY, are included for comparisons. Ft data are reproduced from Ely and Turner.4 SHR, spontaneously
hypertensive rat; WKY, Wistar-Kyoto rat; Fh generation 1; F2, generation 2; F7, generation 7; SHRJa, rat substrain containing
autosomal loci of SHR origin and a WKY Y chromosome.

different. Female pressures of the SHR/a substrain
were significantly higher than WKY females
(p<0.05) but not different from SHR. Male pres-
sures in the SHR/a, SHR, and WKY strains were
significantly higher than female pressures (SHR/a
and SHR,;?<0.01; WKY,/><0.05).

Discussion
Many studies have compared physiological and

molecular differences between the SHR and WKY
strains.8-12 The goal of those research efforts was to
relate observed differences to the development of
hypertension in the SHR model. Since there are two
separate genetic components involved in SHR hyper-
tension,4 any difference or response may be an effect
of either component, both components, or neither
component. It is necessary to separate the compo-
nents to study each alone without the possibility of
interfering effects of the other. Using a method of
continuous backcrossing of sons to the maternal
strain allows the replacement of the autosomal back-
ground and the X chromosome.13 Each generation of
backcrossing reduces the paternal autosomal compo-

nent by 50% (Table 1). By generation F6, the new
backcross substrains have over 99% of the maternal
autosomal genes with the paternal Y chromosome
(Table 1). Through this method we have expanded
the SHR rat model to include the hypertensive SHR
strain, the normotensive WKY strain, and two ge-
netic substrains, SHR/a and SHR/y, each having
different hypertensive genetic components. In each
substrain it is unclear whether a single locus or
multiple loci are involved in raising blood pressure.

SHRJa Substrain

Blood pressures in this substrain have increased
since the original F, generation (Figure 2). This
result was expected because crosses by Tanase et
ali4-i6 had indicated the autosomal loci acted in an
additive manner. Blood pressure increased as the
strain progressed through backcrossing from being
heterozygous for the hypertensive loci in generation
F! to being essentially homozygous for these loci by
generation F7. This strain can be used as a borderline
purebred hypertensive strain. Blood pressures in this
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FIGURE 3. Plot of average female blood pressure ofbackcross generations with respect to age for the SHRJa substrain. Original
parental strains, SHR and WKY, are included for comparisons. F, data are reproduced from Ely and Turner.4 SHR, spontaneously
hypertensive rat; WKY, Wistar-Kyoto rat; F,, generation 1; F2, generation 2; F7, generation 7; SHR/a, rat substrain containing
autosomal loci of SHR origin and a WKY Y chromosome.

substrain were significantly lower than the parental
SHR strain (Table 2).

SHRfy Substrain
The blood pressures taken during the development

of this substrain have very little variation from gen-

TABLE 2. Average Blood Pressures From Generation 7 of the Two
Backcross Substralns, SHR/a and SHR/y, and the Two Parental
Strains, Spontaneously Hypertensive Rats and Wistar-Kyoto Rats

Strain

SHR/a
SHR/a
SHR/y
SHR

SHR

WKY

WKY

Sex

Male
Female
Male
Male
Female
Male
Female

n

14

6

14

12

8

8

8

Average ±SEM

194±8't
153±6t§

182±4*t
230±7t
147±2§
148±4§
132±5

SHR, spontaneously hypertensive rat; WKY, Wistar-Kyoto rat.
*/?<0.01 compared with SHR male
tp<0.01 compared with WKY male.
4p<0.01 compared with SHR/a male
§jp<0.05 compared with WKY female.

eration to generation (Figure 1). At generation F b all
autosomal loci affecting blood pressure were hetero-
zygous. At generation F7, these loci should be ho-
mozygous for the normotensive alleles. Since there is
no significant difference in blood pressures in the
SHR/y substrain from generation F! to F7, the SHR
autosomal alleles act as recessives in the presence of
an SHR Y chromosome. Like the SHR/a substrain,
the SHR/y is a borderline hypertensive strain, but the
genetic basis of this hypertension is separate and
most likely different from the SHR/a substrain.

Y Chromosome Effect
Our previous results demonstrated the hyperten-

sive effect of the SHR Y chromosome,4 which led to
the development of a substrain with only the SHR Y
chromosome. The hypertensive effect of the SHR Y
chromosome is confirmed in the SHR/y substrain
compared with the WKY strain (Figure 1, Table 2).
The SHR/y males had significantly higher blood
pressures than WKY males, and significantly lower
blood pressures than the SHR males. This substrain
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carries only the SHR Y chromosome in a WKY
autosomal and X chromosome background. Any in-
crease in blood pressure over WKY males must be a
direct result of the hypertensive effect of the SHR Y
chromosome. The relative effect of the SHR Y chro-
mosome can be determined from the difference be-
tween the average blood pressure of the SHR/y males
and the average blood pressure of WKY males (Table
2), which in these experiments was 34 mm Hg.

Autosomal Effect
The Y chromosome was not the only genetic

component in the development of SHR hyperten-
sion; an autosomal genetic component is also in-
volved.4 The SHR/a strain contains only the autoso-
mal loci from the original SHR parental strain. Males
from the SHR/a strain carry the WKY Y chromo-
some. Male blood pressures in this strain were sig-
nificantly higher than that of WKY males and SHR/a
females, and it was significantly lower than that of
SHR males (Table 2). This component can be deter-
mined from the difference between the average blood
pressure of SHR/a males and the average blood
pressure of WKY males (Table 2), which was 46
mm Hg.

Females in the SHR/a strain should be genetically
identical to SHR females because both have auto-
somes and X chromosomes of SHR origin. As such,
the blood pressures of these two female groups
should not differ significantly, and in this study they
did not (Table 3). Both SHR/a and SHR female
blood pressures were significantly higher than those
of WKY females.

Sex Influence

In testing the hypothesis that the autosomal genes
are a sex-influenced trait, blood pressures of SHR/a
females were compared with those from SHR/a
males. Both of these groups have SHR autosomes
and X chromosomes; however, they differ in pheno-
typic sex and the WKY Y chromosome. The latter
should not have a significant effect because if the
effect of the WKY Y chromosome has been large in
an SHR background, the hypertensive effect of the
SHR Y chromosome would not have been evident in
earlier studies.4 SHR/a males had significantly higher
pressures than SHR/a females, in fact much higher
than any difference between WKY males and fe-
males. The sex difference in blood pressure is the
sex-influenced portion of the autosomal component
of SHR hypertension. This difference is 41 mm Hg
(Table 2).

The basis of this influence cannot be determined
from this analysis. It may be an androgen effect of the
loci or possibly from some other component of male
phenotypic sex. This difference may also be the result
of a female component that modulates or prevents a
blood pressure increase in females. At this point we
can only see the end results of the sex-influenced
trait, and we cannot determine if it is primarily a
male or female effect. Results from castration exper-

iments involving SHR males have demonstrated a
protection from the rapid blood pressure rise in
intact SHR males.17 Preliminary results in our lab
show that ovariectomized females demonstrate no
increased blood pressure over normal females, even
when the ovariectomized females are given testoster-
one (unpublished observations). These results would
support the hypothesis that male sex increases the
hypertensive effect of the SHR autosomal genes. The
simplest explanation of how a sex-influenced trait in
males changes a phenotype would be an interaction
with androgens. Experiments in the SHR model with
chemical castration using an androgen receptor
blocker, flutamide, demonstrated a reduction in pres-
sure of 50 mm Hg when given prepubertal.18 Our
estimate of the sex-influenced component was 41
mm Hg, which is consistent with the flutamide re-
sults. It may be that the sex-influenced component is
a result of the interaction of androgens with the
autosomal hypertensive gene products.

Relation of Y and Autosomal Components
If the two components, Y chromosome and auto-

somes, were strictly additive in their interaction, the
sum of the SHR/a and SHR/y increases, 80 mm Hg
(46+34 mm Hg), should equal the SHR male blood
pressure minus the WKY male blood pressure, 82
mm Hg (230-148 mm Hg). This additive effect only
occurs when the hypertensive loci are homozygous.
This conclusion results from the development of the
SHR/y strain, which did not have significant de-
creases in pressure from generation F, to generation
F7 (Figure 1). Our data would indicate the two
components are additive. Previous studies with
crosses between WKY and SHR have concluded that
the genes responsible for the SHR hypertension
acted in an additive manner.14-16 However, these
previous studies only indicated the possible relation
of the autosomal loci to each other and not the
interaction of the autosomal and Y chromosome
components.

It is possible that the autosomal and Y chromo-
some components are related in their mechanisms
rather than totally independent. The Y chromosome
gene may also be influenced to a positive degree by
male phenotypic sex. In our results, the WKY male
blood pressures were significantly elevated over those
of the WKY females; this could be an indication of a
sex-influenced effect on the normotensive alleles or a
small effect of the WKY Y chromosome or both.
Whether the Y chromosome gene is sex-influenced,
as is the autosomal component, cannot be tested
until the gene itself is isolated.

In conclusion, the development of the SHR/a and
SHR/y substrains illustrates that the two major com-
ponents of SHR hypertension can increase and main-
tain increased blood pressure independently of each
other. The SHR/a substrain maintains male blood
pressures above 190 mm Hg and SHR/y above 180
mm Hg. Comparison of SHR/a males and females
indicates the autosomal loci have a sex-influenced
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component that augments the blood pressure rise in
males above those in females. The blood pressure
increase of SHR males over WKY males was due to
autosomal loci, sex-influence of these autosomal loci,
and the SHR Y chromosome. These components
apparently interact in an additive fashion.

Acknowledgments
We greatly appreciate the technical expertise of

Jean Weigand, Fieke Bryson, Scott Rigby, Mike
Shanafelt, and Mark Lang.

References
1 Cambotti LJ, Cole FE, Gerall AA, Frohlich E, MacPhee AA:

Neonatal gonadal hormones and blood pressure in the spon-
taneously hypertensive rat. Am J Physiol 1984;247(Endocnnol
Metab 10)E258-E264

2. Osborn D' Inheritance of baldness: Various patterns due to
heredity and sometimes present at birth —a sex-limited char-
acter-dominant in man —women not bald unless they inherit
tendency from both parents. / Hered 1916,7.347-355

3 Snyder LH, Yingling HC. The application of the gene-
frequency method of analysis to sex-influenced factors, with
special reference to baldness Hum Biol 1935;7-608-615

4 Ely DL, Turner ME: Hypertension in the spontaneously
hypertensive rat is linked to the Y chromosome. Hypertension
1990;16:277-281

5. Okamoto K, Yamn Y, Ooshima A, Park C, Haebara H,
Matsumoto M, Tanaka T, Okuda T, Hazema F, Kyogoku M:
Establishment of the inbred strain of the spontaneously hyper-
tensive rats and genetic factors involved in hypertension, in
Okamoto K (ed) Spontaneous Hypertension. Tokyo, Iqaku
Shoin Ltd, 1972, pp 1-8

6. Okamoto K, Aoki K: Development of a strain of spontane-
ously hypertensive rats. Jpn Circ J 1963;27:282-293

7 Eh/ DL, Weigand J: Stress and high sodium effects on blood
pressure and brain catecholamines in spontaneously hyperten-
sive rats. Clin Exp Hypertens [A] 1983;A51559-1587

8. Kurtz TW, Montano M, Chan L, Kabra P. Molecular evidence
of genetic heterogeneity in Wistar-Kyoto rats: Implications for
research with the spontaneously hypertensive rat. Hypertension
1989;13-188-192

9. Folkow B: Physiological aspects of primary hypertension
Physiol Rev 1982;62:347-504

10. Samani NJ, Swales ID, Jeffrey AJ, Morton DB, Naftilan AJ,
Lindpainter K, Ganten D, Brammar WJ' DNA fingerprinting
of spontaneously hypertensive and Wistar-Kyoto rats: Impli-
cations for hypertension research. / Hypertens 1989;7:809-816

11. Hone R, Kihara M, Lovenberg W, Ben-Ishay D, Bianchi G,
Iwai J, Nagaoka A, Rapp JP, Sassard J, Simpson FO, Yamon
Y- Comparison of various genetic hypertensive rat strains J
Hypertens 1986;4(suppl III).S11-S14

12. Horan MJ, Lovenberg W' Genetic rat models for hyperten-
sion: Guidelines for breeding, care and use / Hypertens
1986;4(suppl III):S7-S9

13. Rapp JP: A paradigm for identification of primary genetic
causes of hypertension in rats. Hypertension 1983;5(suppl II):
II-198-II-203

14 Tanase H, Suzuki Y, Ooshima A, Yamon Y, Okamoto K-
Genetic analysis of blood pressure in spontaneously hyperten-
sive rats. Jpn Ore J 1970;34.1197-1202

15. Tanase H, Suzuki Y, Ooshima A, Yamon Y, Okamoto K:
Further genetic analysis of blood pressure in spontaneously
hypertensive rats, in Okamoto K (ed)' Spontaneous Hyperten-
sion: Its Pathogenesis and Complications. Tokyo, Iqaku Shoin
Ltd, 1972, pp 9-12

16. Tanase H' Genetic control of blood pressure in spontaneously
hypertensive rats (SHR). Jikken Dobutsu 1979;28:519-530

17. lams SG, Wexler BC: Inhibition of the development of
spontaneous hypertension in SH rats by gonadectomy or
estradiol. / Lab Cltn Med 1979,10 608-616

18 Ganten U, Schroder G, Witt M, Zimmermann F, Ganten D,
Stock G. Sexual dimorphism of blood pressure in spontane-
ously hypertensive rats' Effects of anti-androgen treatment. J
Hypertens 1989;7:721-726

KEY WORDS • genetics • sex differences • borderline
hypertension • spontaneously hypertensive rat

 by guest on March 25, 2014http://hyper.ahajournals.org/Downloaded from 

http://hyper.ahajournals.org/
http://hyper.ahajournals.org/

	The University of Akron
	IdeaExchange@UAkron
	6-1991

	Separate Sex-Influenced and Genetic Components in Spontaneously Hypertensive Rat Hypertension
	Monte E. Turner
	Mark L. Johnson
	Daniel Ely
	Recommended Citation


	tmp.1397769225.pdf.HMyNX

