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BACKGROUND Androgenetic alopecia is a common condition, with severe attendant psychosocial implications, and for which it is difficult to obtain a satisfactory degree of clinical improvement.
OBJECTIVE To explore the possible clinical benefit of injecting platelet-derived growth factors into the scalp
of patients using a specific autologous blood concentrate.
MATERIALS AND METHODS Two injections of a leukocyte platelet–rich plasma (L-PRP) with the addition of
concentrated plasmatic proteins were administered at baseline and after 3 months (single spin at baseline and
double-spin centrifugation at 3 months). Macrophotographs were taken at baseline and after 6 months, and 2
independent evaluators rated them using Jaeschke rating of clinical change.
RESULTS Sixty-four consecutive patients were enrolled. Some improvement was seen in all patients by 1
evaluator and in 62 by the other. The mean change in clinical rating was 3.2 (95% confidence interval [CI], 2.9–
3.5) and 3.9 (95% CI, 3.5–4.3), and the proportion of patients reaching a clinically important difference was 40.6%
and 54.7%, according to the 2 evaluators, respectively.
CONCLUSION Our pilot study may provide preliminary evidence that this treatment may induce some
degree of clinical advantage for male- and female-pattern baldness. This may warrant the design of
randomized controlled clinical trials to formally test this procedure.
The authors have indicated no significant interest with commercial supporters.

asic science and research ﬁndings have pointed
out the role of platelet-derived growth factors
(PDGFs) to be biologically active in many key
regenerative steps, such as the development of
angiogenesis, the formation of the protein matrix, and
the enhancement of cell proliferation. Autologous blood
concentrates, aimed at both the delivery of biologically
active substances such as growth factors, cytokines,
ﬁbrin, and at autologous blood cell transplantation (e.g.,
leukocytes), have recently been involved in a large
number of new clinical applications in different medical
ﬁelds. The use of platelet concentrates has spread
worldwide, fueling a large clinical interest in
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regenerative medicine, in which it has been directed
to many diverse conditions in several specialties, such
as orthopedics, sport medicine, plastic and aesthetic
surgery, and in the treatment of diabetic ulcers. In
fact, it is so widespread that terms such as “platelet-rich
plasma” (PRP) and “platelet gel” have rapidly become
popular among doctors and patients.
Whereas, androgenetic alopecia causes many male
and female patients worldwide to feel uncomfortable
with their appearance, and affected individuals feel
that alopecia is a serious condition with major implications in their daily life, often leading to high levels of
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anxiety and depression.1,2 Currently available treatments are at times perceived as having limited effectiveness. For example, topical minoxidil has to be
used twice daily, which can be inconvenient; it can
also cause scalp itching, dryness, scaling, ﬂaking,
irritation, or burning. Side effects are also a concern
for oral ﬁnasteride, especially in young males, because
it could decrease sexual ability/desire and the amount
of semen released during sex. In addition, the safety
and effectiveness of oral ﬁnasteride should be more
thoroughly assessed in women.
The trend in therapies and clinical studies seems now to
focus with a new, more “biologically oriented” approach
to male- and female-pattern hair loss since new ﬁndings
pointing out the inﬂuence of hair follicle stem cells in the
hair growth cycle have been reported.3
We now know that progenitor stem cells in the bulge
area play a key role in igniting the hair cycle4; furthermore, PDGF may have related functions in the
interactions arising between the bulge and associated
tissues starting with follicle morphogenesis.5,6 We
have also considered the hypothesis that PDGFs
seem to act on speciﬁc populations of progenitor
cells that give rise to several different cell types with
distinct functions in a variety of developmental
processes.7
Furthermore, various reports suggest other possible
interactions between hair follicles and PDGF. Plateletderived growth factor signals, in fact, seem to play
a role in hair canal formation,8 whereas vascular
endothelial growth factor (VEGF)-mediated angiogenesis involvement9 was demonstrated in the control
of hair growth and follicle size.
Recently, activated PRP has been reported to stimulate
the proliferation of human dermopapillar cells,
thereby increasing the survival of hair follicle cells
through its antiapoptotic effects on dermopapillar
cells and possibly stimulating hair growth by prolonging the anagen phase of the hair cycle. The in vitro
ﬁndings were conﬁrmed by in vivo results, which
showed faster growth of hair in mice treated with PRP
every 3 days for 3 weeks than that in the untreated
controls.10

Most recently, intradermal injections of PRP at the
thinning scalp site in 26 patients were shown to
markedly increase hair diameter, whereas histologic
ﬁndings showed a thickened epithelium, proliferation
of collagen ﬁbers and ﬁbroblasts, and increased vessels
around follicles.11,12
We conducted this study to verify whether such
a cellular and biologically oriented approach could
represent an alternative to traditional therapies in maleand female-pattern androgenetic alopecia. In
fact, miniaturized hair follicles maintain the same
number of epithelial hair follicle stem cells in the bulge
region on their outer root sheath as do the large terminal
follicles.13 The aim of our study was to demonstrate
that transplanted autologous PDGFs, cytokines, and
leukocytes, when compounded with a plasmatic protein concentrate, may stimulate the activation of the
stem cells in the miniaturized hair follicles, thus
favoring the conversion of hair follicle stem cells to
progenitor cells.14,15 This would induce a new anagen
phase and, consequently, a clinical improvement due to
a consistent and clinically evident increase both in
quantity of hair and in hair shaft diameter.

Materials and Methods
After having received approval from the Ethical Committee of IDI-IRCCS, a clinical protocol for the treatment
of the male- and female-pattern baldness was started at
our hospital, a national reference center for skin conditions. All diagnoses were conﬁrmed by dermatologists,
who were with at least 15 years of clinical experience and
specialized in conditions that affect the hair and scalp.
The approved protocol consisted of:
1. Induction of cutaneous inﬂammation on the affected
scalp to favor the activation of the injected platelets.
2. Intradermal/subdermal delivery in the thinning
areas using the same syringe injection of:
• Autologous platelet and leukocyte concentrate
at high concentration levels (L-PRP).
• Autologous concentrated plasmatic protein
solution as a biologically active scaffold.
Only patients whose blood test revealed a platelet
count above 140,000 platelets per microliter were
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included in the study. Also, in this study we, included
only patients who had never been treated with ﬁnasteride or minoxidil, or patients who had used ﬁnasteride or minoxidil for at least 2 years.
A 2-injection approach was then planned, with
a 3-month interval between the 2 interventions. At the
time of the ﬁrst procedure, 60 mL of venous wholeblood were drawn, and then processed through the
GPS III Platelet Separation System (Biomet, Warsaw,
IN), thus obtaining 6 to 8 mL of a solution rich in
leukocytes and platelets. On average, when compared
with the baseline, a sixfold to sevenfold increase in the
platelet concentration was obtained according to
quality control tests performed by our blood unit on all
patients at the time of the ﬁrst injection.
Based on the assumption that PRPs with a high platelet
concentration could be more effective in promoting
a better stem cell proliferation as compared with PRP
with lower platelet concentration, we always injected the
highest possible concentration. Both the single-spin and
double-spin PRP systems that were used in this study
(Figure 1) yielded concentrations of approximately
1,000,000 platelets per microliter in each patient.

After the injection of a local anesthetic (xylocaine 1%,
with adrenaline 1:100,000), a cutaneous inﬂammatory
response was induced through gentle pressure of a 1.0mm deep Scalproller (Nanogen Pangaea Laboratories,
UK) on the thinned scalp areas to be treated. The liquid
platelet-poor plasma layer, harvested from the blood
centrifugation, was then ﬁltered using a mini-hemoconcentrator (Glo plasma ﬁlter; surface area 0.06 m2,
priming volume 5 mL; Gloﬁnn OY, Salo, Finland).
Then, 3 to 4 mL of this dense plasmatic protein concentrate were then added to the previously obtained
“buffy coat” layer, yielding a total estimated concentration of platelets 3.5 to 4 times higher as compared
with the baseline, in a total volume of 9 to 12 mL.
This solution was then injected through a 24-to
26-gauge needle in a 10 mL Luer-lock syringe on the
superﬁcial cutaneous scalp layers. Injections were 1 cm
apart, that is, 4 injections would be on the vertices of
a square with sides = 1 cm. The amount injected, per
each injection, was approximately 0.2 to 0.3 mL.
No new oral or topical treatments, such as antidihydrotestosterone or topical minoxidil were instituted, but patients who were already undergoing such
treatments were encouraged not to quit.

Figure 1. Diagram of the steps to produce l-PRP. Peripheral venous blood was centrifuged using a single-spin (1) or
a double-spin (2) system, during which red blood cells were first separated (2a) and then discarded (2b). The obtained
platelet-poor plasma (yellow lines) was filtered through a plasma-filter to reach a higher concentration of proteins (3) and
then mixed (4) with the ready-to-be-injected l-PRP (red lines) to obtain a PRP richer in fibrin and proteins (5).
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Three months after the ﬁrst injection, a second procedure
was carried out, drawing 40 mL of venous blood, this
time using a double-spin16 centrifugation method (Glo
PRP; Gloﬁnn Oy, Glotech, Asan City, Chungnam,
Korea). The concentrated solution of plasmatic protein
was then added to the obtained platelet concentrate, as
described for the ﬁrst procedure. Platelet concentration
after this procedure was estimated at approximately
4 times the baseline concentration. We were able to
choose this dosing regimen for 2 main reasons: (1)
because we delivered a higher concentration of platelets (obtained, of course, from a larger blood sample),
as compared with other recent studies on hair restoration; (2) because we used a ﬁbrin matrix: the
entrapment of the platelets in the ﬁbrin matrix has been
demonstrated to give PDGFs a longer release potential.

Because our study was ethically approved as an
observational study, our evaluation was necessarily
constrained to “before/after” observations, using each
patient as his/her own control. The clinical change
between the ﬁrst assessment and the end of the followup was rated by 2 independent evaluators according to
the 15-point scale proposed by Jaeschke and colleagues.20 Each evaluator had to answer the following
question: “Overall, has there been any change in this
patient’s condition since the ﬁrst visit? Please indicate if
there has been any change by choosing one of the
following options. Compared to the previous datacollection visit, the hair condition is [. . .]”. The answers
ranged from 27, corresponding to “A very great deal
worse,” to +7, corresponding to “A very great deal
better,” and with 0 corresponding to “About the same.”

To document any possible clinical change in the scalp
region and in the hair, we adopted a macrophotographic
protocol. We preferred this to the spot and ultraspot
images obtained with software-assisted methods,
because techniques such as the tricho-scan, although very
popular, have been criticized17–19 over the last decade. In
fact, although relying on such images would have
stressed the almost-microscopic details of the follicular
units emerging on the scalp, this technique would have
missed the “wider shot” images that may provide an
idea of the “scalp framed as a whole,” which we rated
as the most relevant aesthetic parameter for a realistic
evaluation of any kind of clinical improvement.

We report here the whole Jaeschke scale:

Our photographic protocol required patients to wet
their hair by wiping their scalp with a sponge soaked
with 5 mL of saline solution. No products were added
to the patients’ hair. Pictures were taken at the time of
the ﬁrst injection, at the time of the second procedure,
and then at a 6-month follow-up (i.e., 3 months after
the second procedure).
Pictures were always shot with the same FX reﬂex digital
camera (Nikon d-700, d-800), same lens (Nikkor micro
60 mm f. 2.8), using as far as possible the same patient
position (3 angles for the parietal/frontal scalp and 2
angles for the crown) and maintaining approximately
the same head angle. Pictures were all taken by the same
author (G.S.) even if in different light conditions. A total
of 576 pictures were examined.

•
•
•
•
•
•
•
•
•
•
•
•
•
•
•

27: A very great deal worse
26: A great deal worse
25: A good deal worse
24: Moderately worse
23: Somewhat worse
22: A little worse
21: A little worse, hardly any worse at all
0: About the same
+1: A little better, hardly any better at all
+2: A little better
+3: Somewhat better
+4: Moderately better
+5: A good deal better
+6: A great deal better
+7: A very great deal better.

We compared the ratings of clinical change obtained
independently from 2 of the authors (G.S., a surgeon,
designated as Evaluator 1, and D.A., an epidemiologist,
designated as Evaluator 2) using intraclass correlation
coefﬁcients (ICC) that were obtained by the R free
statistical software, Nonlinear Mixed Effects Models
package (www.r-project.org). The ICC is equivalent to
the kappa statistic for continuous values. It has the
advantage over the Pearson or Spearman correlation
coefﬁcient in that it is a true measure of agreement,
combining information on both the correlation and the
systematic differences between the readings.21
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The baseline severity of the condition was estimated
using the global physician assessment (GPA) score.
The author who performed the clinical intervention
evaluated each patient answering this question: “In
your experience, among all patients you have seen
with this condition, how severe is the condition of this
patient today?” On a 5-point scale, the possible
answers were: very mild, mild, moderate, severe, and
very severe. In the analysis, the 2 extreme categories
were grouped together.
The ratings of clinical change were dichotomized, using
as a cutoff point the score of +4 (i.e., “moderately better”), because it was deemed—by a consensus among
the authors—a conservative indication for the minimal
clinically important difference.
The differences in clinical change within groups were
tested using Fisher exact test. Also, to assess the possible
independent role of the variables of interest, while
simultaneously controlling for each considered variable, a logistic regression model was implemented
including gender, age group, number of platelets before
the intervention, and the GPA as predictor variables,
and using the dichotomized rating of clinical change as
outcome variable.

Results
Forty-two men and 22 women were enrolled in this
study, of a total of 64 studied patients. The median age
was 28 in the male group and 32 in the female group.
Patients were all affected by different degrees of maleor female-pattern baldness, ranging from Hamilton
Class 2 to 5 for men, and Ludwig Class 1 and 2 for
women. No immediate adverse effects, such as allergic
reactions, postoperative pain or fever, prolonged
redness, nor delayed side effects such as telogen efﬂuvium were reported.
Only 10 patients (15.6%) were classiﬁed as “severe or
very severe” according to the GPA at baseline. The
characteristics of the study population are displayed
in the ﬁrst columns of Table 1.
An improvement (i.e., positive scores) was observed in
62/64 patients by Evaluator 1 and in all 64 patients by
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Evaluator 2. The 2 patients not improved, according
to Evaluator 1, were scored as zero, that is, “about
the same.” Figure 2A,B show the condition of
a 24-year-old female patient at baseline and at the
6-month follow-up, whereas Figure 3A,B show the
condition of a 26-year-old male patient, at the same
time points. The visible improvement at follow-up
should not be attributed to increased hair length, but
rather to an increase in the hair thickness.
The crude correlation between the clinical change scores
of the 2 evaluators was .932 (using Pearson correlation
coefﬁcient) and .803 (using Spearman correlation
coefﬁcient). The 2-way mixed-effects model for intraclass correlation coefﬁcient yielded an estimate of .903
(95% conﬁdence interval [CI], .845–.940). All these
estimates were statistically signiﬁcant, with p < .01.
Table 1 also shows the changes in rating of clinical
change—as evaluated independently by the 2
authors—both in terms of mean change and of proportion of patients reaching an improvement of 4 or
more—which was deemed to be clinically important.
The overall mean change in clinical rating was 3.2
(95% CI, 2.9–3.5) and 3.9 (95% CI, 3.5–4.3), and the
overall proportion of patients reaching a clinically
important difference was 40.6% and 54.7%,
according to the 2 evaluators, respectively.
No signiﬁcant differences were observed in the rating
of clinical change for gender, age group, and number of
platelets before the intervention, and GPA, although on
average, a greater degree of improvement was seen in
patients with a higher GPA score at baseline. The proportion of patients reaching a clinically important
improvement in the different GPA levels ranged from
21.7% to 60.0% in Evaluator 1 and from 39.1% to
80.0% in Evaluator 2 (p = .027, and = .030, respectively, using the chi-square test for linear trend).
The logistic regression model conﬁrmed the above
ﬁndings. No statistically signiﬁcant results were
observed for gender, age group, and number of platelets before the intervention. However, when simultaneously adjusting for the aforementioned variables
included in the model, the GPA reached statistical
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TABLE 1. Changes in Rating of Clinical Change Scores, by 2 Independent Evaluators: Mean Change at
6-Month Follow-up and Proportion (%) of Patients Reaching a Minimal Clinically Important Difference
(MCID, i.e., a Score of At Least 14 on the Rating of Clinical Change)
Mean Change
Total
Variable

Level

Overall
Gender
Age, years

Platelets,
thousands
per microliter

GPA

Evaluator 1

N

%

Mean SD

64

—

3.2

1.4

p
—

Proportion Reaching the MCID

Evaluator 2
Mean SD

p

Evaluator 1
N

%

%

p*
—

26

40.6

35

54.7

18

43

67.2

3.2

1.4

4.0

1.5

21
19

32.8
29.7

3.2
3.2

1.2 .707
1.3

3.7
3.9

1.7 .459
1.7

26–30

21

32.8

3.2

1.4

3.6

1.8

31+

24

37.5

3.2

1.5 .993

4.1

1.2 .500

10

<200

22

35.9

3.5

1.4

4.1

1.4

200–224

18

28.2

3.1

1.5

3.9

225+

22

35.9

3.0

1.3 .503

3.6

Mild

23

35.9

2.8

1.3

3.5

10

N

1.6

Men

Severe

p*

3.9

Women
20–25

Moderate 31

Evaluator 2

41.9

25

58.1

8
7

38.1 .794
36.8

10
10

47.6
52.6

9

42.9

10

47.6

41.7 .902

15

62.5

10

45.5

13

59.1

1.8

8

44.4

10

55.6

1.6 .573

7

31.8 .648

11

50.0

1.5

5

21.7

9

39.1

15

48.4

18

58.1

8

80.0

48.4

3.3

1.4

3.9

1.7

15.7

3.5

1.3 .271

4.5

1.1 .245

6

60.0 .055†

.593

.601

.858

.093†

*Fisher exact test.
†Chi-square for linear trend was .027 and .030 for Evaluator 1 and 2, respectively.

signiﬁcance. In fact, the “risk” of reaching a clinically
important improvement according to Evaluator 1, as
estimated through the adjusted odds ratios (OR), was

4.1 (95% CI, 1.04–16.3) for “moderate” patients and
7.0 (95% CI, 1.2–41.1) for “severe and very severe”
patients compared with the “very mild and mild”

Figure 2. Baseline (A) and follow-up (B) condition of a 24-year-old patient. Preoperative platelet count 285,000 per microliter.
Baseline GPA rated as “very severe,” rating of clinical change rated as +5 (i.e., “a good deal better”) by both evaluators.
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Figure 3. Baseline (A) and follow-up (B) condition of a 26-year-old patient. Preoperative platelet count 210,000 per microliter.
Baseline GPA rated as “severe,” rating of clinical change rated as +6 (i.e., “a great deal better”) by both evaluators.

ones. The estimates according to Evaluator 2 were
similar, although the ﬁrst one did not reach statistical
signiﬁcance: OR = 3.0 (95% CI, .8–11.1) for
“moderate” patients, and OR = 8.4 (95% CI, 1.2–
57.7) for “severe or very severe” patients, compared
to the “very mild and mild” ones.
Discussion
In our pilot study, we observed that patients treated with
our plasmatic protein–rich l-PRP almost invariably
showed some degree of clinical improvement at
6-month follow-up, and that—according to the more
conservative of the 2 evaluators in our study, that is,
the plastic surgeon—approximately 2 of 5 (i.e., 40.6%)
reached at least a moderate level of improvement,
which was deemed to be clinically relevant.
It should be noted that because the rate of growth of
hair is approximately 0.3 mL per day—or 1 cm (i.e.,
approximately one-third of an inch) per month—the
clinical result visible at a 6-month follow-up is mainly
due to increased thickness and/or higher number of
hairs, rather than increased length, of the hair.
Of course, in this ﬁrst phase of the investigation on the
possible effectiveness of PRP for androgenetic alopecia, we have to acknowledge that our observational
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study has the limitation of having included only treated patients. Although it is accepted that spontaneous
recoveries in a 6-month observation period are rare, it
is clear that any further study will have to include
a control group, possibly within the setting of a randomized controlled clinical trial. Such a study would
also help in deﬁning an appropriate timeframe for the
possible continuation of the treatment. As of now, our
preliminary evidence indicates that a retreatment may
be advisable at 10 to 12 months from baseline, but
a prolonged more systematic observation on a larger
number of patients will be needed to ﬁrmly establish
a retreatment schedule.
In addition, the follow-up period will have to be
extended, to verify whether the improvement observed
at an interval of 6 months after the intervention may be
maintained over time.
Both measures used to assess the clinical severity and
the possible improvement at follow-up, that is, the
GPA and the rating of clinical change are subjective,
and so are exposed to some extent to the bias of the
investigator. However, the GPA is currently accepted
and used in many clinical trials—including, for
instance, those evaluating the new and expensive
“biological” treatments for psoriasis. As for the
rating of clinical change, although it is also currently
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used in many studies, including those to validate the
evaluative properties of instruments such as quality of
life questionnaires, we resorted to 2 independent
evaluators with different expertise: one was the surgeon who performed the intervention, and the other
the epidemiologist who managed and analyzed the
data. It is noteworthy that the epidemiologist, who had
in no way participated in the clinical intervention and
never had any contact with the patients, gave a less
conservative evaluation of the clinical improvement. In
addition, the very high intraclass correlation coefﬁcient
indicates that there was a high level of agreement
between the 2 independent evaluators.
Another possible limit of our study is that it included
patients with mostly mild or moderate clinical severity
of androgenetic alopecia, who may not be representative of the whole population of patients with this
condition. But, concerning the baseline level of clinical
severity, it is interesting to note that higher levels of
clinical improvement were observed by both of the
evaluators in those few patients who were deemed to
be “severe or very severe” at baseline. Although it
could be argued that more severe patients, in general,
have a higher probability of showing a larger degree
of regression to the mean, it has to be considered—as
noted above—that in androgenetic alopecia, a relevant spontaneous clinical improvement in the shortterm is quite unlikely.
The generic term “platelet-rich plasma” basically does
not allow for a clear distinction anymore between the
available products, because it does not take into
account some key speciﬁcations such as platelet
concentration potential, presence or absence of cells
such as leukocytes, and of plasmatic proteins such as
ﬁbrinogen, vitronectin, ﬁbronectin, and cytokines.
Not all platelet concentrates are created equal, and
ﬁne-tuning the PRP production methods for our
required clinical purpose seemed to be an essential
step, because the many different products that are
available in an ever-expanding market today, often
lead to different types of blood aggregates, with different biology and potential uses.22–24
We ﬁrst estimated that a signiﬁcant volume of wholeblood (i.e., 40–120 mL) was necessary to inject the

scalp surface with an adequate volume of 5 to 15 mL
(depending on the extent of baldness) of highly
platelet-enriched plasma.
Regarding the issue related to the dependence of clinical beneﬁt on platelet concentration, this is still
a chapter under investigation, because concentration
ratios of less than twofold to 8.5-fold have been
reported,25–30 and some authors31 suggest that different individuals may require different platelet concentration ratios to achieve comparable biological
effects. Nevertheless, we have based this study on the
vision that Marx and other investigators have suggested: that PRP should achieve a threefold to ﬁvefold
increase in platelet concentration over baseline32–34 to
be effective and successfully targeting in our case,
follicular stem cells.
Although researchers have mainly considered only
PDGFs to be responsible for all the PRP’s biological
effects, we hypothesize that the presence of cells, such
as leukocytes, and/or the addition of some plasmatic
proteins that could carry a biologically active role,
have to be seriously considered; this is why both were
included in our plasmatic concentrate. In fact, several
studies have pointed out the importance of leukocytes
in PRP35 for their anti-infectious action36,37 and
immune regulation,38,39 outlining their capability to
produce large amounts of VEGF.40
At the same time, the presence of some cytokines and
the density and composition of the ﬁbrin matrix
(which supports their release) should be considered as
another key parameter of any platelet concentrate.41
In fact, we argue that the “entrapment” of platelet
and leukocyte growth factors into the ﬁbrin
matrix,38,42 as it is hypothesized to occur at the PRP
injection site when the ﬁbrinogen-enriched plasmatic
concentrate we injected interacts with the local
autologous thrombin (produced by the previously
induced local tissue trauma-inﬂammation), promotes
a slower and more efﬁcient platelet and leukocyte
growth factor release.43
At the same time, we hypothesize that concentrating
ﬁbrinogen, plasmatic vitronectin, and ﬁbronectin
from the platelet-poor plasma layer obtained after
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centrifugation would be another key explanation for
the encouraging clinical outcomes of this study. These
same proteins in fact have been demonstrated to bind
growth factors and to enhance their activity in the
extracellular matrix environment,44,45 while whole
human plasma itself has been shown to be effective in
promoting in vitro angiogenesis.46,47
All this, taken together, indicates that our pilot study
may provide at least preliminary evidence that the
biological background and rationale for this treatment
may be translated into some degree of clinical advantage for patients with androgenetic alopecia of mild to
moderate clinical severity. This may prompt other
groups to perform studies on this procedure, possibly
using a control group and ideally using the constraints
of a well-designed randomized controlled clinical trial.
Acknowledgments We thank Mario Ventura for his
assistance in the preparation of the ﬁgures for this
article, and Moira Egan for her invaluable help in
editing the article.
References
1. Tabolli S, Sampogna F, di Pietro C, Mannooranparampil TJ, et al.
Health status, coping strategies, and alexithymia in subjects with
androgenetic alopecia: a questionnaire study. Am J Clin Dermatol 2013;
14:139–45.
2. Sampogna F, Tabolli S, Abeni D. Impact of different skin conditions on
quality of life. G Ital Dermatol Venereol 2013;148:255–61.
3. Paus R. Do we need hair follicle stem cells, hair follicle neogenesis to
cure common hair loss disorders? Hair Transplant Forum Int’l 2008;
18:89–90.
4. Fuchs E. Scratching the surface of skin development. Nature 2007;445:
834–42.
5. Akiyama M, Smith LT, Holbrook KA. Growth factor and growth factor
receptor localization in hair follicle bulge and associated tissue in human
fetus. J Invest Dermatol 1996;106:391–6.
6. Lucarelli E, Beccheroni A, Donati D, Sangiorgio L, et al. Platelet-derived
growth factors enhance proliferation of human stromal stem cells.
Biomaterials 2003;24:3095.
7. Kamp H, Geilen CC, Sommer C, Blume-Peytavi U. Regulation of PDGF
and PDGF receptor in cultured dermal papilla cells and follicular
keratinocytes of human hair follicle. Exp Dermatol 2003;12:662–72.
8. Takakura N, Yoshida H, Kunisada T, Nishikawa S, et al. Involvement
of platelet derived growth factor receptor-a in hair canal formation.
J Invest Dermatol 1996;107:770–7.
9. Yano K, Brown L, Detmar M. Control of hair growth and follicle size by
VEGF-mediated angiogenesis. J Clin Invest 2001;107:409–17.
10. Takikawa M, Nakamura S, Nakamura S, Ishirara M, et al. Enhanced
effect of platelet-rich plasma containing a new carrier on hair growth.
Dermatol Surg 2011;37:1721–9.

1018

11. Li ZJ, Choi HI, Choi DK, Sohn KC, et al. Autologous platelet-rich
plasma: a potential therapeutic tool for promoting hair growth.
Dermatol Surg 2012;38:1040–6.
12. Rogers N. Commentary on autologous platelet-rich plasma: a potential
therapeutic tool for promoting hair growth. Dermatol Surg 2012;38:
1047–8.
13. Morris R, Liu Y, Marles L, Yang Z, et al. Capturing and proﬁling hair
follicle stem cells. Nat Biotechnol 2004;22:411–7.
14. Garza LA, Yang CC, Zhao T, Blatt HB, et al. Bald scalp in men with
androgenetic alopecia retains hair follicle stem cells but lacks CD200rich and CD34-positive hair follicle progenitor cells. J Clin Invest 2011;
121:613–22.
15. Paus R, Cotsarelis G. The biology of hair follicles. N Engl J Med 1999;
341:491–7.
16. Nagata MJH, Messora MR, Furlaneto FAC, Fucini SE, et al.
Effectiveness of two methods for preparation of autologous platelet-rich
plasma: an experimental study in rabbits. Eur J Dent 2010;4:395–402.
17. Dhurat R, Saraogi P. Hair evaluation methods: merits and demerits. Int J
Trichology 2009;1:108–19.
18. Saraogi PP, Dhurat RS. Automated digital image analysis (TrichoScan)
for human hair growth analysis: ease versus errors. Int J Trichology
2010;2:5–13.
19. Van Neste D, Trüeb RM. Critical study of hair growth analysis with
computer-assisted methods. J Eur Acad Dermatol Venereol 2006;20:
578–83.
20. Jaeschke R, Singer J, Guyatt GH. Measurement of health status.
Ascertaining the minimal clinically important difference. Control Clin
Trials 1989;10:407–15.
21. Deyo RA, Diehr P, Patrick DL. Reproducibility and responsiveness of
health status measures: statistics and strategies for evaluation. Control
Clin Trials 1991;12(suppl 4):142S–58S.
22. Mazzocca AD, McCarthy MB, Chowaniec DM, Cote MP, et al. Plateletrich plasma differs according to preparation method and human
variability. J Bone Joint Surg Am 2012;94:308–16.
23. Dohan Ehrenfest DM, Rasmusson L, Albrektsson T. Classiﬁcation of
platelet concentrates: from pure platelet-rich plasma (P-PRP) to
leucocyte- and platelet-rich ﬁbrin (L-PRF). Trends Biotechnol 2009;27:
158–67.
24. Waters JH, Roberts KC. Database review of possible factors inﬂuencing
point-of-care platelet gel manufacture. J Extra Corpor Technol 2004;36:
250–4.
25. Eppley BL, Woodell JE, Higgins J. Platelet quantiﬁcation and growth
factor analysis from platelet-rich plasma: Implications for wound
healing. Plast Reconstr Surg 2004;114:1502–8.
26. Kevy SV, Jacobson MS. Comparison of methods for point of care
preparation of autologous platelet gel. J Extra Corpor Technol 2004;36:
28–35.
27. Gonshor A. Technique for producing platelet-rich plasma and platelet
concentrate: background and process. Int J Periodontics Restorative
Dent 2002;22:547–57.
28. Han J, Meng HX, Tang JM, Li SL, et al. The effect of different platelet
plasma concentrations on proliferation and differentiation of human
periodontal ligaments cells in vitro. Cell Prolif 2007;40:241–52.
29. Choi BH, Zhu SJ, Kim BY, Huh JY, et al. Effect of platelet rich plasma
(PRP) concentration on the viability and proliferation of alveolar bone
cells, an in vitro study. Int J Oral Maxillofac Surg 2005;34:420–4.
30. Zimmermann R, Arnold D, Strasser E, Ringwald J, et al. Sample
preparation technique and white cell content inﬂuence the detectable
levels of growth factors in platelet concentrates. Vox Sang 2003;85:
283–89.

DERMATOLOGIC SURGERY

Copyright © American Society for Dermatologic Surgery. Unauthorized reproduction of this article is prohibited.

SCHIAVONE ET AL

31. Weibrich G, Kleis WK, Kunz-Kostomanolakis M, Loos AH, et al.
Correlation of platelet concentration in platelet-rich plasma to the
extraction method, age, sex, and platelet count of the donor. Int J Oral
Maxillofac Implants 2001;16:693–9.

40. Werther K, Christensen IJ, Nielsen HJ. Determination of vascular
endothelial growth factor (VEGF) in circulating blood: signiﬁcance of
VEGF in various leucocytes and platelets. Scand J Clin Lab Invest
2002;62:343–50.

32. Marx RE. Platelet-rich plasma: evidence to support its use. J Oral
Maxillofac Surg 2004;62:489–96.

41. Kawase T, Okuda K, Wolff LF, Yoshie H. Platelet-rich plasmaderived ﬁbrin clot formation stimulates collagen synthesis in
periodontal ligament and osteoblastic cells in vitro. J Periodontol
2003;74:858–64.

33. Marx RE. Platelet-rich plasma (PRP): what is PRP and what is not PRP?
Implant Dent 2001;10:225–8.
34. Haynesworth SE, Kadiyala S, Liang LN, Bruder SP. Mitogenic
stimulation of human mesenchymal stem cells by platelet releasate
suggests a mechanism for enhancement of bone repair by platelet
concentrate. Transactions of the 48th Meeting of the Orthopedic
Research Society. Rosemont, IL: Orthopedic Research Society; 2002;27:
462.
35. Everts PA, van Zundert A, Schönberger JP, Devilee RJ, et al. What do we
use: platelet-rich plasma or platelet-leukocyte gel? J Biomed Mater Res
A 2008;85:1135–6.

42. Dohan DM, Choukroun J, Diss A, Dohan SL, et al. Platelet-rich ﬁbrin
(PRF): a second-generation platelet concentrate. Part II: platelet-related
biologic features. Oral Surg Oral Med Oral Pathol Oral Radiol Endod
2006;101:e45–50.
43. Clark RAF, Lanigan JM, DellaPelle P, Manseau E, et al. Fibronectin and
ﬁbrin provide a provisional matrix for epidermal cell migration during
wound reepithelialization. J Invest Dermatol 1982;79:264–9.
44. Clark RA. Synergistic signaling from extra cellular matrix–growth
factor complexes. J Invest Dermatol 2008;128:1354–5.

36. Cieslik-Bielecka A, Gazdzik TS, Bielecki TM, Cieslik T. Why the
platelet-rich gel has antimicrobial activity? Oral Surg Oral Med Oral
Pathol Oral Radiol Endod 2007;103:303–5.

45. Macri L, Silverstein D, Clark RAF. Growth factor binding to the
pericellular matrix and its importance in tissue engineering. Adv Drug
Deliv Rev 2007;59:1366–81.

37. Moojen DJ, Everts PA, Schure RM, Overdevest EP, et al. Antimicrobial
activity of platelet-leukocyte gel against Staphylococcus aureus.
J Orthop Res 2008;26:404–10.

46. Folkman J. Angiogenesis. Annu Rev Med 2006;57:1–18.

38. Dohan Ehrenfest DM, Choukroun J, Diss A, Dohan SL, et al. Plateletrich ﬁbrin (PRF): a second-generation platelet concentrate: leucocyte
activation: a new feature for platelet concentrates? Oral Surg Oral Med
Oral Pathol Oral Radiol Endod 2006;101:e51–5.
39. El-Sharkawy H, Kantarci A, Deady J, Hasturk H, et al. Platelet-rich
plasma: growth factors and pro- and anti-inﬂammatory properties.
J Periodontol 2007;78:661–9.

47. Mansouri K, Mostafaei A, Mirshahi M, Mohammadi-Motlagh HR,
et al. Human coagulated plasma as a natural and low cost matrix for
in vitro angiogenesis. Iran Biomed J 2009;13:179–83.

Address correspondence and reprint requests to: Damiano
Abeni, MD, MPH, Health Services Research Unit, IDIIRCCS, via dei Monti di Creta, 104, 00167 Rome, Italy, or
e-mail: d.abeni@idi.it

40:9:SEPTEMBER 2014

1019

Copyright © American Society for Dermatologic Surgery. Unauthorized reproduction of this article is prohibited.

