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Abstract

Background: Avascular necrosis of the femoral head (AVNFH) typically constitutes 5 to 15% of all complications of
low-energy femoral neck fractures, and due to an increasingly ageing population and a rising prevalence of femoral
neck fractures, the number of patients who develop AVNFH is increasing. However, there is no consensus regarding
the relationship between blood lipid abnormalities and postoperative AVNFH. The purpose of this retrospective
study was to investigate the relationship between blood lipid abnormalities and AVNFH following the femoral neck
fracture operation among an elderly population.

Methods: A retrospective, comparative study was performed at our institution. Between June 2005 and November
2009, 653 elderly patients (653 hips) with low-energy femoral neck fractures underwent closed reduction and
internal fixation with cancellous screws (Smith and Nephew, Memphis, Tennessee). Follow-up occurred at 1, 6, 12, 18,
24, 30, and 36 months after surgery. Logistic multi-factor regression analysis was used to assess the risk factors of
AVNFH and to determine the effect of blood lipid levels on AVNFH development. Inclusion and exclusion criteria were
predetermined to focus on isolated freshly closed femoral neck fractures in the elderly population. The primary
outcome was the blood lipid levels. The secondary outcome was the logistic multi-factor regression analysis.

Results: A total of 325 elderly patients with low-energy femoral neck fractures (AVNFH, n = 160; control, n = 165) were
assessed. In the AVNFH group, the average TC, TG, LDL, and Apo-B values were 7.11 + 3.16 mmol/L, 2.15 + 0.89 mmol/L,
449+ 138 mmol/L, and 79.69 + 17.29 mg/dL, respectively; all of which were significantly higher than the values in the
control group. Logistic multi-factor regression analysis showed that both TC and LDL were the independent factors
influencing the postoperative AVNFH within femoral neck fractures.

Conclusions: This evidence indicates that AVNFH was significantly associated with blood lipid abnormalities in elderly

patients with low-energy femoral neck fractures. The findings of this pilot trial justify a larger study to determine
whether the result is more generally applicable to a broader population.
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Background

Avascular necrosis of the femoral head (AVNFH) is
usually considered to be related to reduced blood flow
as a consequence of a surgical approach and mostly
occurs in patients over the age of 50 who are admitted
with low-energy femoral neck fractures [1-3]. The precise
pathogenesis of AVNFH remains unclear. Hyperlipidaemia
involvement in the pathogenesis of AVNFH has been
proposed based on human and animal studies. It should
be primarily considered to be related to an interruption of
the vascular supply to the bone leading to bone ischaemia
and cellular necrosis [4—6]. Previous studies have con-
firmed that the excessive use of cortical hormones induces
AVNFH and lipid metabolism disorders [5, 7, 8]. However,
to our knowledge, no detailed description of AVNFH has
been reported in the literature [4, 9].

Whether dysregulated lipid metabolism was related to
the occurrence of AVNFH after surgery has rarely been
reported [10, 11]. In addition, the reported incidence of
postoperative  AVNFH in different series has varied
greatly [12, 13].

The purpose of this retrospective study was to investi-
gate the relationship between blood lipid abnormalities
and AVNFH following a femoral neck fracture operation
among the elderly population. Our hypothesis was that
AVNFH was significantly associated with blood lipid
abnormalities in elderly patients with low-energy
femoral neck fractures.

Methods

General data

This study was reviewed and approved by the review
board of the First Affiliated Hospital at Sun Yat-sen
University, Guangzhou, China, and an exemption for
informed consent was obtained from our investigational
ethical review board. The study was conducted in
compliance with the provisions of the Declaration of
Helsinki and EN 540.

Between June 2005 and November 2009, 653 patients
with an isolated fresh femoral neck fracture (653 hips)
undergoing closed reduction and internal fixation
with cancellous screws (Smith and Nephew, Memphis,
Tennessee) were identified from our orthopaedic
trauma database. WY performed the clinical investigation
of the patients. All surgeries were finished at our institu-
tion by senior orthopaedists (WY, XCZ, XZ, and KZ). The
surgical procedures were based on standard protocols for
cancellous screws, as recommended by device manufac-
turers and as described previously by Nagi et al. [1].
Fractures were assessed for Garden classification. Follow-
up occurred at 1, 6, 12, 18, 24, 30, and 36 months after
surgery. The study was also to evaluate the level and
determinants of change in physical activity during the
follow-up period. Obvious dysfunction would be excluded.
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Harris Hip Score (HHS) was used for functional evalu-
ation during examination. A retrospective evaluation of
the clinical data and radiographic information was
performed at each visit.

Inclusion and exclusion criteria

Inclusion criteria included an isolated freshly closed
femoral neck fracture, age ranging from 50-94 years, the
ability to walk independently either without assistance
or with auxiliary equipment before the fracture, low-
energy femoral neck fractures, and no chronic illness
(chronic heart failure, chronic kidney disease, chronic
obstructive pulmonary disease, cancer) or major surgery
contraindications. Exclusion criteria included age outside
the inclusion range, <37 months of follow-up, alcohol
abuse, long-term use of hormone drugs, pre-existing
femoral head necrosis, multiple traumatic injuries, mal-
absorption syndrome, metabolic abnormalities, hyper-
tension, developmental dysplasia of the hip (DDH),
severe arthrosis/arthritis, severe comorbidities, any
diseases affecting the blood supply to the femoral head,
bed-ridden status, an American Society of Anesthesiologists
(ASA) score of V, language barrier, mental retardation,
hemiplegia, or incomplete preoperative data.

Diagnostic criteria

The diagnostic criteria were as follows: if the X-ray is
still clearly showing a visible fracture line 6 months or lon-
ger after surgery in conjunction with clinical symptoms,
the fracture was defined as non-union. If the X-ray, com-
puted tomography (CT), or magnetic resonance imaging
(MRI) scan displayed changes of radionuclide imaging or
femoral density, including cystic degeneration, hardening,
or uneven density, the patient was diagnosed with
AVNFH. Mechanical failure was defined as either a loss of
alignment of at least 10° or shortening of at least 2 cm.
Deep surgical site infections and reoperations were
additionally quantified.

Detection index

Approximately 2 mL of preoperative fasting venous
blood was centrifuged to obtain serum. The Hitachi 7000
automatic biochemical analyzer tested the blood lipid
levels, including triglyceride (TG), total cholesterol (TC),
low-density lipoprotein (LDL), high-density lipoprotein
(HDL), apolipoprotein-B (Apo-B), and apolipoprotein-Al
(Apo-Al).

Statistical analysis

All continuous data were expressed as the mean + stand-
ard deviation (SD), and the ratio data were expressed as N
and %; all these data were analysed using the Wilcoxon
rank sum test (Mann—Whitney U test). Quantitative vari-
ables were analysed using the two-tailed Student’s ¢ test,



Zeng et al. Journal of Orthopaedic Surgery and Research (2017) 12:30

and categorical variables were analysed by the yx* test or
Fisher’s exact test where appropriate. Multi-factor logistic
regression analysis was used to analyse the different
influencing factors. Two-tailed P values <0.05 were
deemed statistically significant. In principle, the y* test
was employed. However, the Fisher’s exact test was used
for the analysis of the cases in which the expected
frequency was not attained. The software SPSS (version
22.0.0, SPSS Inc., Chicago, Illinois, IBM, New York, NY)
was used to analyse the data.

Results

General data comparison

There were 328 of 653 patients (50.2%) excluded based
on inclusion and exclusion criteria, leaving 325 patients
with a mean age of 74 years (range 50-94 years) who
met the inclusion criteria and were available for analysis
(two groups: AVNFH [#=160] and control [n=165],
Fig. 1). The average body mass index (BMI) was 25.4
(range 14.0-38.0). There were 143 right hips and 182 left
hips. The gender distribution was 43.7% male and 56.3%
female. The patient demographics are shown in Table 1.
All patients had successful operations, including 160
cases of postoperative AVNFH patients, accounting for
49.2%. There were no meaningful differences in gender,
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age, ASA scale, fracture lateralization, BMI, femoral neck
bone mineral density (FNBMD), Garden classification,
or preoperative blood lipid levels between the groups
(P>0.05) (Tables 1 and 2).

Comparison of fracture treatment

There were no between-group significant differences in
the combined Garden index and HHS (P> 0.05). At an
average follow-up of 42 months (range 37-46 months),
57 mechanical failures (17.5%) occurred. The mean time
to diagnosis of AVNFH was 32 months (range 10-38),
with 12 mechanical failures occurring within 8 weeks
after surgery. No significant differences were observed in
terms of reduction mode, Garden index, operation inter-
val, and weight-bearing activity time (Table 3).

Between-group comparisons of the average blood lipid
levels

Follow-up occurred at 1, 6, 12, 18, 24, 30, and 36 months
after surgery. In the AVNFH group, the TC, TG, LDL, and
Apo-B levels were 7.11 + 3.16 mmol/L, 2.15 + 0.89 mmol/
L, 4.49 £ 1.38 mmol/L, and 79.69 + 17.29 mg/dL, respect-
ively, which were significantly higher than those of the
control group, while HDL and Apo-Al levels were 141 +
043 mmol/L and 114.96 +19.85 mg/dL, respectively,

Between June 2005 and November 2009, 653 patients with an|
isolated fresh femoral neck fracture (653 hips) undergoing
closed reduction and internal fixation with cancellous screws

Reasons for exclusion (n=113)
-Developmental dysplasia of the hip (DDH)
(n=2)

-Severe arthrosis/arthritis (n=31)
-Bed-ridden status (n=13)

-ASA score of V (n=22)

Reasons for exclusion (n=215)

-< 37 months of follow-up (n=77)

-Alcohol abuse (n=10)

-Long-term use of hormone drugs (n=15)
-Pre-existing femoral head necrosis (n=12)

-Language barrier (n=6)

-Mental retardation (n=7)
-Hemiplegia (n=18)

-Incomplete preoperative data (n=14)

Multiple traumatic injuries (n=16)
-Malabsorption syndrome (n=33)
-Metabolic abnormalities (n=24)
-Hypertension (n=60)

| Eligible for the study (n=325)(325 hips) |

Group AVNFH (n=160) |

|Lost to follow-up(n=0

| Analyzed (AVNFH, n=160) |

Fig. 1 Flow diagram demonstrating methods for identification of studies to investigate the relationship between blood lipid abnormalities and
AVNFH following the femoral neck fracture operation among an elderly population

| Group control (n=165)

|Lost to follow-up(n=0)

| Analyzed (control, n=165)
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Table 1 Patient demographics in the two groups

Variable AVNFH (n=160)  Control (h=165) P value
Age (years) 75241337 73.0+1197 0127
Sex (M:F) 68:92 7491 067"
ASA scale, no. 022"

| 23 18

Il 41 37

il 67 76

[\ 29 34

\% 0 0
Laterality (L/R) 93/67 89/76 045™®
BMI (kg/m?) 262+ 562 246+ 650 0197
FNBMD 23+£091 24+£1.06 009
Garden classification (no.) 0.15°¢

| 13 23

Il 35 34

il 43 48

[\ 69 60

AVNFH avascular necrosis of the femoral head, ASA American Society of
Anesthesiologists, BMI body mass index, FNBMD femoral neck bone
mineral density

"No statistically significant values

@Analysed using an independent samples t test

PAnalysed using the chi-square

“Analysed using the Mann-Whitney test

which were significantly lower than those of the control
group. All of these differences were statistically significant
(P =0.00) (Table 4).

Logistic multi-factor regression analysis of AVNFH
Logistic multi-factor regression analysis exhibited that in
addition to the traditional common indicators, TC and
LDL were the independent factors that influenced
postoperative AVNFH in patients with a femoral neck
fracture (Table 5).

Table 2 Preoperative comparison of average blood lipid levels
between the two groups
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Table 3 Comparison of the treatment of patients with femoral
neck fractures between the two groups

Variable AVNFH Control P value
(n=160) (n=165)
HHS 723+£11.25 752+94 0017
Garden index 057"®
I 42 46
I 56 52
MMl 44 34
v 18 33
Injury operation interval 048™
<24 h 26 32
24-48 h 45 58
48-72 h 53 35
>72 h 31 40
Weight-bearing activity time ~ 37/123 49/116 018"

(<8 months/=8 months)
14.4% (23/160) 20.6% (34/165) 0.14°

AVNFH avascular necrosis of the femoral head, HHS Harris Hip Score
“No statistically significant values

?Analysed using an independent samples t test

PAnalysed using the Mann-Whitney test

“Analysed using the chi-square test

Mechanical failure

Discussion

AVNFH is a pathological process of bone cells, haemato-
poietic bone marrow cells, and fat cell necrosis caused
by partial or complete ischaemia of the femoral head
due to different reasons [14, 15]. AVNFH is divided into
two categories (traumatic and non-traumatic). In recent
years, because of an ageing population and an increase
in traffic accidents and other traumatic events, the inci-
dence of femoral neck fracture has been increasing year
after year [16]. Although the healing rate of femoral
neck fracture was significantly increased with the con-
stant updating of internal fixation techniques and mate-
rials, the incidence of AVNFH failed to decrease
accordingly and remained between 10 and 30% [2, 17].

Table 4 Postoperative comparison of average blood lipid levels
between the two groups

Variable AVNFH (n = 160) Control (n=165) P value Variable AVNFH (n = 160) Control (n=165) P value
TC (mmol/L) 4.53+037 448+033 015 TC (mmol/L) 7114316 569+ 145 000"
TG (mmol/L) 164 £042 1594053 032° TG (mmol/L) 215+089 1.79£065 000"
HDL (mmol/L) 2434063 250+024 017 HDL (mmol/L) 141+043 2124073 0.00°
LDL (mmol/L) 3024036 297+0.14 094 LDL (mmol/L) 449+ 138 307 +£069 0.00°
Apo-Al (mg/dL) 10246 +16.93 10541 +21.39 017 Apo-AT1 (mg/dL) 11496 £19.85 136.13 £ 28.64 0.00°
Apo-B (mg/dL) 5732+740 5550+ 11.77 0.10 Apo-B (mg/dL) 7969+ 17.29 7281+ 1359 0.00°

AVNFH avascular necrosis of the femoral head, TC total cholesterol, TG
triglyceride, HDL high-density lipoprotein, LDL low-density lipoprotein,
Apo-A1 apolipoprotein A1, Apo-B apolipoprotein-B

“No statistically significant values

?Analysed using an independent samples t test

AVNFH avascular necrosis of the femoral head, TC total cholesterol, TG
triglyceride, HDL high-density lipoprotein, LDL low-density lipoprotein,
Apo-AT apolipoprotein A1, Apo-B apolipoprotein-B

“Statistically significant values

?Analysed using an independent samples t test
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Table 5 Logistic regression analysis of factors was applied to
identify variables independently associated with AVNFH
following femoral neck fractures

Influence factors 8 SE OR  95%Cl I P value
TC 0762 0392 123 1.10~243 329 0.002"
TG 2112 0751 649 1.08~4.17 2136 0.102
HDL 1855 0554 478 216~540 504 0.290
LDL 1484 0603 441 133~669 937 0.001"
Apo-Al 0448 0835 935 1.26~885 499 0.080
Apo-B 0566 0676 541 133~604 2102 0.107

TC total cholesterol, TG triglyceride, HDL high-density lipoprotein, LDL low-
density lipoprotein, Apo-AT apolipoprotein A1, Apo-B apolipoprotein-B,

SE standard error, OR odds ratio, CI confidence interval

“Statistically significant values

The incidence of AVNFH in this study was 24.5%, which
confirmed those reports. Therefore, how to identify
high-risk patients early to minimize the incidence of
AVNFH following femoral neck fracture has become an
important issue in the field of orthopaedics.

Numerous studies have indicated that dysregulation of
lipid metabolism may be one of the most important con-
tributors in AVNFH [7, 18, 19]. Mielants noticed that
non-traumatic AVNFH was associated with increased
serum lipoprotein and TG levels in patients [20]. lio re-
ported 103 AVNFH patients, of whom 69 had increased
cholesterol and TG [21]. In an experimental study of sex
hormones in a femoral head necrosis model, it was
found that the first change observed was increased blood
fat levels, and the second change occurred in the bone.
Some researchers found that serum TG and femoral
neck bone density were positively correlated in postmen-
opausal women [2, 3, 6]. The current study also found
that the incidence of AVNFH was significantly higher in
the patients with hyperlipidaemia compared to a normal
group after the reduction of femoral neck fracture. This
difference was statistically significant (P < 0.05). Logistic
multi-factor regression analysis showed that both TC
and LDL were independent risk factors of AVNFH. The
results of a study by Okpala et al. were consistent with
the conclusions of our study showing that the TC and
LDL levels in the AVNFH group were significantly
higher than those in the control group, and they also be-
lieved that TC and LDL could be considered as inde-
pendent factors and diagnostic criteria for AVNFH ([7].

Regarding the pathogenic mechanism of AVNFH
induced by the dysregulation of lipid metabolism, the
present study suggested that on the one hand, hyperlip-
idaemia damages vascular endothelial cells to create pro-
thrombotic conditions: the ability of vascular endothelial
cells to synthesize nitric oxide (NO) decreases resulting
in the dysfunction of vascular contraction and relax-
ation, which affects bone microcirculation [13, 18, 22].
On the other hand, hyperlipidaemia leads to the
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formation of fat emboli in the peripheral blood, causing
bone microvascular obstructions, increasing the
intraosseous pressure, and further aggravating the dys-
function of bone microcirculation [10, 23]. In addition,
adipocyte hypertrophy, fat accumulation, and fatty mar-
row in the femoral head increases bone marrow micro-
circulation pressure, which contributes to the ischaemia,
hypoxia, metabolic disorders, and edema observed in
bone marrow tissue, resulting in secondary intracranial
pressure increases and further aggravating ischaemia and
hypoxia. This creates a vicious cycle, eventually resulting
in consequences such as bone dystrophy or bone necro-
sis [10, 13, 24]. Increased blood viscosity, decreased
erythrocyte deformability, and microcirculation conges-
tion also damages the blood supply to the femoral neck
fracture site after surgery, which contributes to the
relative ease of the development of ischaemic necrosis of
the femoral head [25, 26].

There are several limitations to our study. First, a
small sample size may have introduced bias. However,
the focus of our study is to assess an area that has not
been studied extensively in the literature. Second,
because this is a retrospective study with problems that
are inherent to this methodology, patient- and surgeon-
related confounders may have existed. Third, we may
not have addressed all potential confounding variables in
our analyses. Despite these limitations, this analysis
presents long-term follow-up results and is the first to
evaluate covariates. A prospective randomised study is
needed to assess the relationship between blood lipid
abnormalities and AVNFH following the femoral neck
fracture operation among an elderly population.

Conclusions

TC and LDL can be considered as diagnostic criteria for
AVNFH after surgical repair of femoral neck fracture.
Early intervention in patients with dyslipidaemia may be
implemented to prevent or delay the occurrence and
development of AVNFH in the early stages.
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