Current tfreatments of rheumatoid arthritis

Review

that of cross=sectional analysis; however, both radiographic and.

functional 'stages in Stcinbrocker’s criteria and mHAQ showed
a gradual progression. Thus, there is a dissociation between the
results of cross-sectional analysis and those of longitudinal analy-
sis regarding strucrural and funcrional aspects. In Fiouse 4E, the

tion c

result was obrained from a cross-sectional analysis. So, it is possi-
ble that the lacer registered paticnes might be less sick Functionally
and the population of the less sick patients might be increasing
in cthe whole RA patients. However, in Fiouhe sg, the result was
obrained from longirudinal analysis and the data were compared
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intra-individually. Progression of joint destruction might be
closely related ro the baseline of structural or radmgmphrc dam-
ages. Thus, aggressive treatments using MTX or biologics could
not prevent progrcssxon of joint destruction complctcly. even if
inflammation is controlled completely. :
Lomcqucntly_ a comparatwc mal

'sis in the three grnups

tive of as rhat of carl\’ RA that
advanced RA, respectively, and the
cqualize the number of the pancnts in -c:u:h group na dltmn.
grouping was done unintentionally and was carried out before the
statistical amlyscs In statistics, the values of DAS28 and each
component were comparcd by c1iculatmg the correlation coeffi-

cicnts and by lincar regression analysis. Statistical comparisons of
the number of patients with improvement were performed using
che Student’s t-test and the %° test. Data processing and analyses
wiere conducted using SPSS software (Windows release 11.0; SPSS
Inc., IL, USA). The demographics of the patients of cach group

were shown as follows: Group A: 139 females, 35 males, age:
57.3+12.6 years, disease duration: 1.6+ 0.9 vears; Group B:
189 females, 28 males, age: 59.1 = 11.3 years, discase duration:
12.4£ 1.5 years; and Group C: 167 females, 18 males, age:
65 3:9 0 years, dm..ls-. d1|r41|o|1 33.4 16 9 age. ‘Thcru were

also sxgmﬁcantiy inc _,ascd m c:ach g
p < 0001 (_!]'CIL'[P B: 6.5-15.
7.0-10.2%, p <0.001). In the rate _
activity, a significant decrease was alm obser r:d_m Lach gmup, hul
was less prominent in Group C (C:Imlp A:21.8-55.5%, Group B:
32.7-220.7% and Group C: 28.3—}23.3%}. Improvements were
also obscrved in all three groups, in wender joint count (Group A:
4.8—2.1, Group B: 6.1—34.4 and Group C: 6.3—4.9), in swollen
joint count (Group A: 3.0—1.4, Group B: 4.8—3.4 and Group C:
4.3—2.7),in CRP (Group A: 11.8—6.0, Group B: 17.4-=11.8 and
Group C: 15.6-39.0), in ESR (Group A: 37.5-28.4, Cmup B:

3?1
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46.0-537.6 and Group C: 44.4-537.9) and in physician’s global
assessment value (Group A: 2.4—1.3, Group B: 3.4—2.4 and
Group C: 3.8—2.6). However, significant improvements were also
observed in Group A and B but noc in C; in patient’s pain asscss-
ment value, Group A: 3.1-2.1, Group B: 4.2-33.7 and Group C:
4.4—4.3 and in parients global assessment value, Group A: 3.1-2.3,
Group B: 4.3—3.8 and Group C: 4.5-4.5).

Regarding radiographic stages indicated by Steinbrocker’s
stages (miean) (Feuns 68), some progression was observed in cach
group (Group A: 1.74—2.01, Group B: 3.48—3.64 and Group C:
3.68-53.77). The rate of paticnts at Stage I was reduced from 43.7
t0 32.7% even in Group A. A significant functional improve-
ment indicated by mHAQ e 6¢) was obscrved only in Group A
(0.40—0.29), but not in Group B (0.70~+0.81) and Group C
(1.11-1.22).

In the resules of the longitudinal analysis, it was revealed thac both
disability and joint destruction became worse, despite the reduction
of disease activity. Although the method of radiographical assess-
mentusing the Steinbrocker’s criteria was crude, this suggested that
the oreatment of RA during chis decade in Japan was not enough to
prevent progression of the discase completely. Despite the progres-
sion in stages of the discase, some functional improvement indicated
by mHAQ was observed only in Group A. The degree of joint
destruction at the time of registration in Group A (<Stage 11: 85.1%)
was significandy milder than in ocher groups (Group B: <Stage 1T
49.7% and Group C: <Stage [I 8.6%). Baseline joint destruction
might affece subsequent progression of disability, suggesting the
importance of carlier therapeucic intervention and tight conwrol.

Safety

In cthe Ninja, the dara of incidence of hospital admission and
causes of deach have been collecred annually ey 1. By viewing
che data, the changes of safery issues were summarized. In 2010,
69 of the tocal enrolled paciencs (7,254 patients) were dead. They
included 24 males and 45 females. The mean age and discase
duration were 73£9.9 and 189 £ 13.4 years, respectively, The
leading causes of deach were infections, malignancies and car-
diovascular diseases. The main cause of death was infecrion and
the number of the patients that succumbed to this was 24 out of
69. In particular, pneumonia, including two cases of Puewmocystic
carinii pneumonia, constituted 24.6%. Malignancies conseicuted
18 cases, including four lung cancers and three colon cancers.
In addition, four cases of intersritial pneumonia were reported.
Overall, the mean age of the deceased patients and the proportion
of both infections and malignancies tended to be increased.

Expert commentary & five-year view

In drug cherapy, the use of MTX has increased consistently, and
as such it has established a place as an anchor drug in the trear-
ment of RA among nonbiologic DMARD:s, alchough the dosage
is still significancly less compared wich that of western countries.
In 2011, MTX was approved for use as a firse-line drug and its
upper dosage has also been officially raised to 16 mg/week in
Japan. Therefore, MTX may conrinue to keep a place as an anchor
drug among nonbiologic DMARDs, and both the use-rate and

dosage will increase for some time before the advent of another
drug that could replace the role of MTX.

TAC is characteristically unique compared with other DMARD:,
and therefore, it may be stably used as a concomictant drug with
other nonbiologic DMARDs (especially MTX). or biologics.

In biologics, the rate of their use in Japan has become close to
that seen in western countries. In fact, almost 20% of the patients
with RA in Japan have been adminiscered biologics to date. In
addition, various types of new biologics with different therapeutic
targets have been recently emerging (2]. Thus, treatment oprions
in biologics will be extended greacly. However, because of some
disadvantages, especially its high costs and serious adverse effects,
such as severc infections, considerable care is needed when judging
the indications. The use-rate of patients who are adminiseered with
biologics may reach a peak in the near future. In support of this, in
recent years, the increase of the use-rate of biologics has begun to
platcau. In fact, the cconomic burden duc to a rapid inerease of bio-
logics use has already become one of the vexing problems in Japan.

However, with the growing number of biologics available for
the treatment of RA, clinicians have faced difficule decisions
concerning the choice of the most optimal biologic. Recently,
intense investigations have heen performed to seek che predic-
tors for efficacy or adverse cffects [33). 1f found, these will enable
clinictans to easily choose an optimal ancirheumaric drug and to
avoid its adverse effects. Tt may also be uscful in che realization
of personalized therapy for RA [34].

Recent dara from large-scale clinical crials have emphasized
the importance of both carly therapeutic interventions and tighe
controls in the treatmenc of RA [35-371. Both carly inrervention
and tight control have been practiced in Japan and western coun-
eries. In the near future, these trends may become more apparent.
Therefore, the indication for biologics may be expanded to the
cohort of patients with short disease durarion. In these situations,
che possibilicy of drug-free remission, especially concerning bio-
logics, should be considered. In addition, recent clinical wials have
shown an excellent efficacy of some new oral drugs {38-401. In par-
ticular, janus kinase inhibitors have received much attention, and
they will probably be filed for new oral agents in the treatment of
RA shortly (391. Tf approved, these agents may have the potential
to change the map of DMARDs, including biologics.

In anocher aspect, the rate of elderly persons has been rapidly
increasing in Japan preceding chat of any other countries. Elderly
RA patients may have more age-related complications. In addi-
tion, their physiological functions, such as immunity, decrease
evidendy. Therefore, the treatment of RA in elderly patients is of
spccial interest and needs exrreme care [41).

In surgical treatment, as described, the number of joint surgeries
related to RA has decreased duc to recent rapid advances of drug ther
apy. In the near furure, this rend may continue. Further advances in
drug therapy and management could reduce the severity of bonejoint
descruction directly related to RA. This may accelerate the decrease
in joing surgery numbers related to RA, especially joint replacements.
The increase in the number of elderly patients will increase surgical
operations related to aging. In addicion, surgical treatments for the
purpose of functional or cosmetic improvements may increase.
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Further advances in RA treatment and strategy, including earlier
diagnosis, earlier therapeutic intervention and realization of tight
disease control, could undoubtedly improve outcomes. Remission
could be expected as a realistic therapeutic goal in the near furure.
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‘outcomes of rheumatoid- anhrms (RA) in Japan were ana yzed by vnewmg the

Databas of Rheumatic Diseases. y iR

Japan’ registry, one of the largest clinical databases for RA patients.

o There were two main changes in drug therapy during the past decade. First, the use of methotrexate has increased consistently and it has

o

clinically and functionally.

L4

continuously in the past decade.
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Abstract

Background The direct anterior approach in THA
requires no detachment of muscle insertions. However,
damage to the short external rotator muscles may occur
when attempting to elevate the femur for exposure.
Although the anatomic insertions of these muscles are
approximately known, there are no quantitative data
regarding their locations.

Questions/purposes We therefore asked where and how
the tendons attach to the inner aspect of the greater
trochanter. '
Methods 1In 20 cadaveric hips we identified the attach-
ments of the short external rotator tendons on the medial
aspect of the greater trochanter. Mapping of the attachment
site was performed by defining coordinate axes; the total
width and height of the greater trochanter represented
100% and distances of the attachment from the anteroinferior
reference point were given.
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Results The mean anterior border location of the con-
joined tendon (obturator internus, gemellus superior, and
gemellus inferior) attachment was located at 29% (13 mm
from the anteroinferior reference point), its posterior border
at 53% (23 mm), its mean superior border at 70% (15 mm),
and its mean inferior border at 24% (5 mm). The mean
anterior border of the piriformis tendon attachment was
located at 57% (25 mm), its mean posterior border at 78%
(34 mm), its mean superior border at 64% (17 mm), and its
inferior border at 55% (12 mm). There was considerable
variation in these attachment sites among individuals.
Conclusions The insertion of the conjoined tendon
extends to the anterosuperior aspect of the greater tro-
chanter. Together with the considerable variation of the
attachment site, external rotator muscles remain at risk of
being damaged during the capsular release.

Introduction

Minimally invasive THA (MIS-THA) that minimizes soft
tissue dissection reportedly reduces blood loss [3], does not
increase complication rates [3, 6, 13], and improves early
walking ability compared with conventional THA [3, 4].
Among the MIS-THA methods, the direct anterior
approach (DAA) was modified from the Smith-Petersen
approach and has become one of the standard procedures
for primary THA {5, 13]. The DAA, which uses an inter-
muscular plane among the sartorius, rectus femoris, and
tensor fasciae latae, does not dissect muscles around the
hip and conserves the posterior tissue to a large extent,
leading to improved stability and a reduced postoperative
dislocation rate {6, 8, 11-13]. As a consequence, reduction
of the dislocation rate and early postoperative functional
recovery can be expected [10].
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When performing DAA, detachment of the joint capsule
at appropriate sites is indispensable to obtain a clearer
visual field during surgery [8, 11]. However, despite
careful capsular release and rasping, damage to muscles
may occur [9], possibly eliminating one of the advantages
of the approach. Furthermore, because of the limited sur-
gical visual field in MIS-THA, there is a risk of prolonged
operation time, unexpected soft tissue injury, unfavorable
implant placement position, and fracture [1]. Anterior
elevation of the proximal femur for a clearer visual field
and femoral rasping may minimize these complications,
and releasing of the posterolateral capsule or superior
capsule has been advocated [7, 11]. However, such cap-
sular dissection and femoral rasping may pose a risk of

(posterior)

Fig. 1 A posterosuperior view of the cadaveric dissection of the right
hip shows the short external rotator muscles. p = piriformis;
gs = gemellus superior; oi = obturator internus; gi = gemellus
inferior; Gmed = gluteus medius; cap = capsule.

Fig. 2A-C The attachment site of the
short external rotator muscles indicates
their relative localization. (A) A supe-
rior view, (B) superior view and
footprint of the tendon insertion, and
(C) mediolateral view and footprint of
the tendon insertion are shown. "Con-
joined tendon of the gemellus superior,
obturator internus, and gemellus infe-
rior; p = piriformis; oe = obturator
externus; Gmed = gluteus medius.

damaging the short external rotators. Therefore it is
essential for surgeons to have detailed anatomic knowledge
of the muscle attachment sites to minimize soft tissue
damage during the anterior approach. Although the anat-
omy of the short external rotator muscles is approximately
known [15], there is no detailed quantitative information
regarding the location of their tendon insertions.

We therefore asked where and how the tendons attach to
the inner aspect of the greater trochanter on defined hori-
zontal and vertical axes.

Materials and Methods

We obtained 20 hips (11 right hips and nine left hips) from
16 embalmed cadavers (11 males and five females) donated
for medical education and research. The cadaver specimens
had a mean age of 84 years (range, 61-100 years) at the
time of death and had no history of hip disease. Details of
the antemortem weight and mobility status were not
available, but the estimated height was 168 & 8 cm for the
male and 149 £ 6 cm for the female cadavers. Measured
collodiaphyseal angle and neck anteversion were
126.0° £ 6.0° and 12.3° + 5.1°, respectively. We removed
the skin, fat, and soft tissues until only the gluteus medius,
gluteus minimus, piriformis, obturator internus, obturator
externus, gemellus superior, gemellus inferior, and capsu-
lar structures remained. After arthrotomy around the
acetabular rim, the femur was disarticulated and the mus-
cles were dissected so as to leave sufficient structures at the
femoral insertion (Fig. 1). We then dissected the gluteus
medius, obturator internus, gemellus superior, gemellus
inferior, obturator externus, and remaining capsule with
special attention to the connection between the tendons
(Fig. 2A). When the tendons were integrated close to the
insertion sites, the tendons were identified and separated

(cranial)
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bluntly based on their fiber orientation down to the
attachment on the greater trochanter or trochanteric fossa.
Subsequently, we partially cut the tendons with scissors to
identify their footprints at the insertion and their periph-
eries were carefully marked with a pen. Osteotomy of the
femoral neck at the saddle then was done (Fig. 2B-C).

We measured the major and minor axes of the elliptical
or scaphoid-shaped footprint of the tendon attachment
using calipers. We then took high-resolution scaled digital
photographs of each dissected specimen in a mediolateral
direction from 50 cm away at a right angle to the femoral
shaft. We determined eight points (anterior, posterior,
superior, inferior, and midpoints between each of them) on
the contour of the attachment footprint and recorded them
using Adobe Photoshop CS2 software (Adobe Systems Inc,
San Jose, CA, USA). In the mediolateral view of the femur,
the proximal shaft axis was defined as the proximal femoral
axis (Fig. 3A). At the level of the femoral neck saddle, an
axis perpendicular to the proximal femoral axis was
defined as the X-axis (AP axis). We defined an axis at the
anterior border of the greater trochanter on the saddle level,
parallel to the proximal femoral axis, as the Y-axis (vertical
axis) (Fig. 3B). Their intersection was defined as 0. For
mapping of the tendon attachment, the AP position was
expressed in percentages with the anterior border as 0%
and the posterior border as 100%. The vertical position of
the tendon attachment was expressed with the saddle height
as 0% and the vertex of the greater trochanter as 100%
(Fig. 3B). The distance of each border in millimeters from
the O reference point also was measured and the value was
standardized with the mean width and height of the greater
trochanter of the cadavers.

proximal femoral axis

Y
100 (%)

anterior

(A) (B)

Fig. 3A-B The femoral axis and coordinate axis used for measure-
ment are shown. In the mediolateral view of the femur, the anterior
border of the greater trochanter parallel to the proximal femoral axis
was defined as the Y-axis and its perpendicular axis at the saddle level
was defined as the X-axis. (A) An AP view of the right femur is
shown on the left and a mediolateral view is shown on the right.
(B) The coordinate axis for measurement of tendon attachment is shown.

@ Springer

We used Spearman’s rank correlation to identify rela-
tionships among the anterior border of the tendon
attachment site, neck anteversion angle, and the width and
height of the greater trochanter.

Results

Three muscles of the short external rotators, obturator
internus, gemellus superior, and gemellus inferior, formed
a conjoined tendon and attached anteriorly of the medial
aspect of the greater trochanter. On the coordinate axes, the
anterior border of the conjoined tendon attachment site
ranged from 19% (9 mm) to 43% (23 mm). the posterior
border ranged from 39% (18 mm) to 60% (30 mm), the
superior border ranged from 48% (8 mm) to 86% (21 mm),
and the inferior border ranged from 4% (1 mm) to 40%
(9 mm) (Table 1). The footprint of the conjoined tendon
insertion was elliptical or scaphoid-shaped with a mean
size of 12.8 (£ 2.5) mm x 4.3 (= 1.2) mm. As shown in
the superimposed drawing of the attachment site of each
specimen (Fig. 4A), there was variation in the position of
the conjoined tendon attachment in the horizontal and
vertical directions. The attachment site of the piriformis
was posterosuperior to that of the conjoined tendon. On the
coordinate axes, the anterior border of the piriformis
attachment site ranged from 42% (16 mm) to 77%
(36 mm), the posterior border ranged from 59% (23 mm)
to 97% (46 mm), the superior border ranged from 65%
(10 mm) to 99% (24 mm), and the inferior border ranged
from 34% (7 mm) to 79% (17 mm) (Table 1). The size of
the attachment footprint was 10.3 (£ 1.6) mm x 4.7
(+ 1.1) mm and the superimposed attachment sites indicated
the degree of their variation (Fig. 4B). The obturator exter-
nus attached independently to a fossa located posteroinferior
to the other short external rotator muscles (Fig. 4C). Its

Table 1. Mapping of attachment sites

Tendon Attachment border Mean £ SD (range) (%)
Conjoined X axis Anterior 29.1 + 6.4 (18.8-43.2)
tendon* Posterior 52.8 £ 5.1 (38.9-59.9)
Y axis Superior 70.2 £ 8.4 (48.1-85.7)
Inferior 243 + 10.1 (3.8-40.2)
Piriformis X axis Anterior 574 £ 10.2 (42.1-76.9)
Posterior 784 £ 11.9 (59.4-97.3)
Y axis Superior 64.3 £ 9.4 (64.9-98.5)
Inferior 55.1 £ 11.3 (34.3-74.8)
Obturator X axis Anterior 61.3 + 6.5 (48.6-70.1)
externus Posterior 75.9 £ 5.8 (65.6-83.0)
Y axis Superior 10.6 £ 12.7 (—19.0-33.3)
Inferior —18.7 £ 18.6 (—59.0-6.3)

# Obturator internus, gemellus superior, and gemellus inferior.
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Fig. 4A-C Superimposed footprints of the attachment of the short
external rotator muscles on the inner aspect of the greater trochanter
are shown. (A) The attachment of the conjoined tendon (obturator
internus, gemellus superior, and gemellus inferior) for 20 hips is
shown. The plot highlights the most anterior part of the attachment in

attachment site was relatively constant; on the coordinate
axes, the anterior border ranged from 49% (20 mm) to 70%
(34 mm), the posterior border ranged from 66% (23 mm)
to 83% (39 mm), the superior border ranged from —19%
(=2 mm) to 33% (7 mm), and the inferior border ranged
from —59% (=7 mm) to 6% (1 mm) (Table 1).

No significant correlation was found between the ante-
rior border (X value) of the conjoined tendon attachment
and neck anteversion angle (p = 0.12), the width of the
greater trochanter (p = 0.25), or the height of the greater
trochanter (p = 0.82). In addition, the anterior border
(X value) of the piriformis attachment did not show sig-
nificant correlation with neck anteversion angles
(p = 0.73), the width of the greater trochanter (p = 0.74),
or the height of the greater trochanter (p = 0.36).

Discussion

Detailed knowledge of the anatomy of tendon attachment is
a prerequisite for less invasive THA and attempts should be

each specimen to show its variation of 18.8% to 43.2% from the
anterior border of the greater trochanter. (B) The attachment of the
piriformis for 20 hips is shown. The plot highlights the most anterior
part of the attachment in each specimen. (C) The dotted line indicates
the attachment site of the obturator externus to a fossa.

made to preserve soft tissue, including the short external
rotator muscles. MIS-THA using an intermuscular
approach has been reported [2, 13]. However, unless cap-
sular dissection and femoral rasping are performed
carefully, the short external rotators might be injured. It
therefore is important to have improved knowledge of the
anatomic positions of the tendon attachment sites.
Readers should know the limitations of our study. First,
our study was limited by sample size as a result of the
difficulty in obtaining a large number of embalmed
cadavers. Second, we did not have detailed information
regarding body size and could not correlate quantitative
anatomy with body size. However, the position of the
tendon attachment site, when shown as a relative value on
the coordinate axes, apparently was not influenced by
skeletal size difference. Third, with a smaller sample size
of female and bilateral hip cadavers, our study was
underpowered to analyze possible gender differences or
intraspecimen variance. Additional study is needed to
investigate such variance, if any. Fourth, the study is
limited to the measurement of morphologic hip features in
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Japanese subjects. It is possible that ethnic difference in
bony geometry may be associated with variation of the
tendon attachment. However, we believe these quantitative
data supplement what generally is known about the loca-
tions of the short external rotator muscle attachments.

The general gross anatomy and approximate insertion of
the short external rotator muscles to the greater trochanter
have been approximately known, but detailed quantitative
locations of the attachment sites are not known. Standard
anatomy textbooks only indicate the insertion to be the
upper medial side of the greater trochanter [15] and do not
provide specific information regarding the attachment site.
Windisch et al. [17] provided details regarding the anatomy
of the musculotendinous junction and fusion of short
external rotator muscles. Solomon et al. [14] reported that
the piriformis inserted onto the greater trochanter through a
conjoint tendon with the obturator internus. Nevertheless,
the location of the attachment of each tendon on the inner
aspect of the greater trochanter still remained obscure. Our
observations show the accurate location of the greater
trochanteric attachments of the short external rotator
muscles (a conjoined tendon, piriformis, and obturator
externus) and their positional relation for the first time.

We found both attachment sites of the conjoined tendon
and piriformis were considerably more variable among
individuals than had been thought. Based on the mapping
data, the conjoined tendon of the short external rotators
may attach as anteriorly as 19% (or 9 mm from the ante-
roinferior reference point) of the horizontal width of the
greater trochanter and as low as 4% (1 mm) of the medical
height of the greater trochanter from the saddle in certain
individuals. These observations suggest preservation of the
short external rotator muscles may not always be possible
during capsular release in the DAA. The piriformis also can
be damaged depending on its attachment variation during
capsular release or femoral rasping. This is consistent with
the study of Meneghini et al. [9] that showed the need for
transection of the piriformis or the conjoined tendon of the
obturator internus and gemelli in 50% of the cases during
the anterior Smith-Petersen approach.

Thus, the short external rotators, especially the conjoined
tendon, are at a high risk of being damaged and their
detachment might be inevitable during the superior and/or
posterior capsular release that is necessary to mobilize the
femur during DAA in certain cases. The importance of
preservation of the short external rotators for postoperative
hip stability has been documented for other approaches such
as the posterior approach [16]. The question remains whether
a partial release of the short external rotator muscle during
DAA would affect the postoperative stability of the hip. In
addition, further study is needed to see the potential influence
of morphologic features of a diseased hip, such as coxa vara
and valga, on alteration of anatomic tendon attachment.

;@ Springer

We report the quantitative locations of the anatomic
attachment of the short external rotators of the hip. We
showed that the tendons are at a risk of being damaged
during capsular release. Improved anatomic knowledge of
the short external rotators will assist surgeons in accurately
locating these structures.
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