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Loss of facial subcutaneous fat is a distressing durable component of the lipodystrophy syndrome for some HIV-infected individuals treated
with combination antiretrovirals. There are few treatment options. We report the six-month outcome of an open label study of subcutaneous
injection of PLA in 27 individuals, with moderate to severe facial thinning. Primary efficacy measure is facial atrophy assessed by independent
plastic surgical review of standardised clinical photography (baseline and six months post treatment). Secondary efficacy measures include
patient-scored changes in facial thinning, and changes in facial soft tissue volume on Spiral CT scan (baseline and 4 months post treatment),
quality of life and HIV treatment outcome (adherence). Adverse events were assessed by patient questionnaires at end of treatment and at six
months.

2.9 (0.9) 3.6 (1.1) 3.9 (1.2)
2.3 (1.0)** 2.6 (1.3)** 2.9 (1.7)**
* Six point grade 0=nil, 5=severe.
** Difference from baseline P < 0.05

20 of 27 individuals were assessed as having improvement in facial appearance at 6 months. Age, baseline CD4 cell count, and type of
antiretroviral therapy did not predict the degree of facial improvement at 6 months.

Twenty of 27 patients' self-assessment showed improvement in facial appearance at 6 months (Concordance with photography grading -
48.1%). Facial volume cm (SD) prior to 140.9 (16.3) and after 149.3 (16.3) correlated with photographic grade at baseline and follow-up,
patient distress at baseline but not at follow-up. Psychological/ emotional distress was reported as substantially reduced in those with
photographically as well as patient self-assessed improved appearance.

Local pain was recorded by 63% of individuals, mean severity 3.4/10; redness by 74%, mean severity 3.7/10 and swelling by 89%, mean
duration 2.4 days, severity 4.04/10. No patient withdrew due to adverse events.

Conclusion Subcutaneous injection of PLAproduced durable improvement over 6 months in facial appearance in 74% of these individuals with
moderate to severe facial atrophy. Spiral CT-scan volume provided a quantifiable measure of severity. Few adverse events were recorded and
patient distress was markedly improved.

Severity Lipoatrophy Mean (SD)* Patient Distress Mean(SD)*
Photographic Grade (MO) Patient assessment

Baseline
Month 6

3

Alfred PLA in Lipoatrophy Study: Photograph Grading

Alfred PLA in Lipoatrophy Study: CT- Scan Volume

Alfred PLA in Lipoatrophy Study: Procedure

Alfred PLA in Lipoatrophy Study: Results
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Standardised- 3 views

Independent Plastic Surgeon

mild, localized, subtle nasolabial fold
deeper central cheek atrophy, visible facial muscles (especially
zygomaticus major)
atrophic deeper and wider, definite nasolabial folds and
muscles clearly visible
atrophy extends up toward the orbit
absence facial fat, visible muscle groups and facial bone
delineated extending orbit to mandible

Sterile, LA, Day procedure, 45 minutes
Subcutaneous injection (total 4-10
injections each cheek)
Firm Massage Pressure applied
immediately and daily x 2 days

Initial Day 0 6ml
Subsequent

Day 42 3ml
Day 84 3ml

27
Male 26
Age (Mean) yrs (32-59 yrs)
HIV Exposure HS 24 (89%)

BS 1 (3.7%)
HS/IDU 1 (3.7%)
Heterosexual 1 (3.7%)

11
Years from AIDS ( 4 to 11 yrs)

27
Years of HAART (5.7 to 7.4)
Number regimens (2 to 9)

Grade 1
Grade 2

Grade 3

Grade 4
Grade 5

Procedure

Dosing frequency and total volume per
cheek

Patients

48

Prior ADI
7.8

Prior HAART
5.8
5.3

James J, Carruthers A and Carruthers J. Dermatologic Surgery Nov 2002:28,11; 979

Standardised Protocol
Angle mandible to mid orbit
1 mm slices

Define axial region of interest
Use 3D software to calculate
defined tissue volume

Kelly D, Chadwick D (St Vincent’s Sydney)
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Normal
Tissue Lipoatrophy

After PLA
injection

Epidermis

Dermis
(2-4mm)

Adipose
Tissue

(4-6mm)

June 2003
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produced by VISUAL COMMUNICATION SERVICES The Alfred #255 0205

ASSOCIATED FACIAL LIPOATROPHY

Facial Lipoatrophy

Facial Lipoatrophy: Treatments

Polylactic Acid

Polylactic Acid in Facial Lipoatrophy: Mechanism
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Loss of facial subcutaneous fat

Characteristic distribution

Lipodystrophy currently not reversible by:

Approaches to management

Resorbable biocompatible material used over 30 years for:

Australain Therapeutics Goods listing as a Medical Device NewFill
(AUSTL 81761)

Proposed mechanism of action:

A major feature of lipodystrophy syndrome
Common: reported frequency 30%
Recognizable in HAART treated individuals
Significant distress in some individuals

Central Bichet fat pad loss
Temporal fat loss

Switching HAART regimen
Stopping antiretrovirals

Fat cell transplants
- Paucity tissu

Implants including silicon, hyaluronic acid, polymethylmethacrylate
(PMMA) beads mixed in bovine collagen

- Allergy, induration, durabilit
Lyophilized particulate human fascia lata

- the lack of permanence and expens
Isolagn autologous human fibroblast culture

Sutures; Orthopedic implants & Facial reconstruction
Dental prostheses
Encapsulate Vaccines and carrier of slow-release medication

Immediate mechanical action related to volume
Delayed proliferation of collagenous fibres persist despite resorption of
PLA particles.

®

Facial Appearance: Baseline Score

Facial Appearance: Six Months Score

Facial Appearance Facial Photograph

Clinical Photography CT Scan

Patient and Photo (Plastic Surgeon)

Patient and Photo (Plastic Surgeon)

Mean (SD) Score Patient Photo

Mean (SD) Score Patient Photo

Overall Severity * 11.7(2.3) 8.2 (2.5)

General thinning 4.3 (0.68) 3.2 (1)

Visible folds around mouth 3.1 (1.5) 2.6 (1.1)

Loss fat above cheek bones 4.3 (0.86) 2.4 (0.8)

Level of distress 4.2 (0.8)

Overall Severity * 7.8 (3.9) 7.1 (2.5)

General thinning 2.7 (1.3) 2.4 (1)

Visible folds around mouth 2.6 (1.4) 2.2 (1.0)

Loss fat above cheek bones 2.6 (1.4) 2.5 (0.8)

Level of distress 2.9 (0.7)

#

#

#

#

#

#

#

#

*CC 0.58 * * Maximum Score 15 # Score 0 to 5

*CC 0.58 * * Maximum Score 15 # Score 0 to 5

p < 0.05

p < 0.05

Assessment by Patient: Assessment by Independent
Baseline and Six months Plastic Surgeon

Polylactic Acid in HIV Facial Lipoatrophy:
Clinical Experience
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VEGA
50 individuals, PLA over 96 weeks
Increase in

Response defined as 10.0 mm
- 48 weeks 61

individuals
Photographs graded aesthetic correction
Toxicity

- Transient oedema 88%
- Palpable nodules 30%
- Injection pain 92%

v delayed PLA (weeks 12, 14 and 16)

To assess the durability and effectiveness (patient assessed,
photographic and Spiral CT-scan face) of

in patients with moderate to severe facial atrophy due to HIV
antiviral therapy.
To evaluate the of PLA over 12 months
To examine of PLAover 12 months

Included Patients moderate/severe lipoatrophy (Plastic Surgeon)

Age 18 years, ARV treated HIV

Standardized Photographic assessment
Independent Plastic Surgeon

Patient Assessment, Distress,
Spiral CT-Scan volume baseline, six months
Toxicity QOL and questionnaire

intradermal

30 individuals immediate (weeks 0, 2 and 4)

Improved appearance at week 12 visual analogue scores (7 vs. 1, P<0.001)

Decreased depression and anxiety, change on facial ultrasound

Durability 18 weeks

Open Label, single centre

Aim

Methods

Given informed consent

No active bacterial infection or coagulopathy which precludes safe
injection

Primary Outcome (baseline, six months and twelve months)

Secondary Outcomes (baseline, six months)
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skin thickness ultrasound

Satisfaction in 82%

deep dermis injections

subcutaneous PLA
injections

safety and tolerability
effect on QOL,Adherence HAART

Baseline severity grading results, initial FU
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Valantin MA et al AIDS 2003

Moyle et al MA et al HIV Medicine 2004

Alfred PLA in Lipoatrophy Study: Methods

Alfred PLA in Lipoatrophy Study: Assessment

* p < 0.05
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Pre PLA Post PLA Pre PLA Post PLA

Three zones
(0-15)

Two central zones
(0-10)
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Three zones
(0-15)

Two central zones
(0-10)

2

4

6

8

10

12

CT-Scan Volumes Baseline and Six Months

Grading of Severity

Alfred PLA in Lipoatrophy Study: Adverse Effects

Follow–up photographs 12 months

Alfred PLA in Lipoatrophy Study: Conclusions

Pre PLA Post PLA

Volume mean (SD) cm3 135.2 [14.5] 164.3 [22.7]

Volume mean (SD) cm3 140.9 [16.3] 149.5 [16.3]

Baseline

Month 6

N = 27
Pain 78%

Redness 21%

Swelling 89%

Treatment (SE) 3%

26 individuals

Remained better than baseline 20

Repeat PLA injections 0

Subcutaneous PLA injection tolerated well

Spiral CT-Scan enhances assessment of response PLA detectable
change volumes

Initial pain, swelling and redness by majority of patients. No long term
adverse events

Durability beyond 12 months uncertain

1:1 above and below hard palate

1:3 above and below hard palate

2.9 (0.9) 3.6 (1.1) 3.9 (1.2)

2.3 (1.0)** 2.6 (1.3)** 2.9 (1.7)**

Patient assessment 4 weeks Post PLA

Score (mean) 2.6

Score (mean) 2.2

Score (mean) 2.6
Days (mean) 2.2

Significant Photographic improvement
Substantial Patient Assessed Improvement
Decrease in patient distress

*

* Six point grade 0=nil, 5=severe.
** Difference from baseline p < 0.05

p < 0.05

Mean (SD)* Mean (SD)*
Severity Lipoatrophy Score Patient Distress Score
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