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1. VILVYISAFURR S ODDSHEEEE R AL -8 AB~ADEA
ORHEES, MAMt, FEME, )IEE, HE T
HEKRE BRI

[BERS NI 2IRF AT, =T RAF U EH (GVGVP) LV o7 47 A ER5I (GAGAGS) &
DRUMEEZ O ATLOZ RIGThHD, bhbiid, INETIZIVNIZIRAF X
BDRAMEIEEIC OV TRERBL T& Tz, F7z, BB I ARSI, BVBE % LIRS
IZHEITL . BMEEITORE T ENCFM FHLL T tangential excision 21THZ¢H3 5, 400, T
v Ne AWTZBMEE T VIT tangential excision 21TV, YWV IZFRAF VAR PR bFGF
OBt AFIEIZ DWW TRIFE T 7,

[FE) LR OBEERER S AVT, FybMFHIZE 8mm ¢ DDBOEEM: T EBUE)

. DB(II EEZME) % 1ERR L 7=, DDB E7 Vit 2 BRI #1Z. DB EF /Wit 2 BRIZERFh
tangential excision 4TV, YA TIFAF B, bFGF (7 pg/cmdBH NI TIRAF L
bFGF(7 pg/cm)E B & 5., 2 ba— 0 4 HEFREL, DDB £7/Vix 5 Atke 7 HEIZ,
DB ET7 /ML 7 Bk 14 BIZITRIFZEEL . WIRAYLBITAEEL HE LI LA E AL,
ERAEFERIZOWTEHIERFT o 7=,

[#%]DDB 7 L CORBRHZAEIEERIL, VI TR F L BMEE, bFGF &8V
TIRF BT e — VL THE EIZ R o7, EHIC LR #IT, bFGF £/ /L
JTFGRAF LA M- VBT EELZRD-, DBEFA T, Yo LB E#D 14 B
B D LRI NI TIRF L BEEL bFGF §F VNI ZIAF U BETIE, v ha— LB
WL THEBEE2RO, FAFHRICOVTIE, v — VB L hD 3 B THEERR
5Y rall

(BRI NI TIFRF ARV, BMED tangential excision # DAIE KL RET S, &
DIZbFGF 8/ VNI TIRF VAR VTR BRERMEON-ZEIX, bFGF O®RMKIZLS
BAIENRRENT, VNI ZTRAF VAR PR RDFGE §H YNV TIAF AR it
MEORPFNERIZAE A ThELEEILND,

2. beMatrix®*25F >, A5—4IZDLNT
OF=H N7V, BAESE], ERBN
FHESFUHRER BREWEFR A A~TITNITN—TF

FHEEZFY () 3L OBV ESTF 2RO THD, L TIX, 275, BF5F
DI FRFENORE JRFEETE—BL TV, 44 1 AIITAIZE 100 BE20Z 7, 27—
FENREDFEGWVIIRE L, FAERRICBOTARIIKELL TERZFIAL, 2,
HRIVFMEFRIZBWTL, BRESRILL TRIAIN WO, ITE T, BAaFEM, EX
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BIFv ., aF—5 O ANEBRICREESN TETWS, Fl2IE, MIIREEBICAF YT+
—IVRELTERIND T — 20, ERRTMFILL TO=—X (A, REA 2L)7eEb
X TETWS,

OV RETT —= DL, BIRAT — U ~ERB B —Ab 070, 20857
EHEOPFT, BETIL, 22— —DOZBENLEZEEZE DT beMatrix® 7 F a7 —4
VEBRLTE, ARFETIL, beMatrix® B7F L BLPaF—F Ao TR THEEDLIZ,
- 12 R L7 beMatrix®> ¥ T F A2 DWW THREN T35,

3. Protective effect of collagen/gelatin sponges (CGSs)on the basic fibroblast growth factor
(bFGF) release in vitro

(OMaria Chiara Munisso, Naoki Morimoto, Kenji Kusumoto

Department of Plastic and Reconstructive Surgery, Kansai Medical University

Therapeutic strategies to induce the repair of the tissue damage are based on creating a suitable
environment for the cell proliferation and differentiation. Thus, the use of an effective
combination of scaffolds and bioactive molecules, such as cellular growth factors, is
indispensable. In wound healing, several studies have shown the beneficial effect of the
combination of basic fibroblast growth factor (bFGF), a glycoprotein which enhances
granulation and inhibits scar formation [1-7], and artificial dermis [1-3, 8-12], such as
collagen/gelatin sponges (CGSs).

The aim of our study was to assess the ability of CGS impregnated with bFGF, stored at 37°C
for up to 14 days, to promote fibroblast proliferation and sustained release of bFGF. In this work,
the fibroblast proliferation was evaluated in 2D and 3D culture. Furthermore, the amount of
bFGF in CGSs was measured immunoenzymatically using ELISA (R&D System).

Our analyses reveal not only that fibroblasts infiltrated and migrated inside the CGSs, but also
proved the CGSs ability to protect and sustain the efficient release of growth factor for more than
7 days.

4. The sustained release of basic fibroblast growth factor accelerates angiogenesis and the
survival of the inactivated dermis by high hydrostatic pressure

(OTien Minh Le, Naoki Morimoto, Toshihito Mitsui, Sharon Claudia Notodihardjo,
Natsuko Kakudo, Kenji Kusumoto
Department of Plastic and Reconstructive Surgery, Kansai Medical University

Giant congenital melanocytic nevi (GCMN) are rare pigmented lesions most commonly
defined as those > 20 cm in greatest dimension in adulthood or > 6-cm trunk lesion in an
infant. Due to the increased risk of melanoma in such lesions, surgical excision in early
childhood is recommended in order to prevent malignant transformation. We developed a



novel skin regeneration therapy combining nevus tissue inactivated by high hydrostatic
pressure (HHP) in the reconstruction of the dermis with a cultured epidermal autograft
(CEA). The issue with this treatment is the unstable survival of CEA on the inactivated
dermis. In this study, we applied collagen/gelatin sponge (CGS), which can sustain the
release of basic fibroblast growth factor (bFGF), to the inactivated skin in order to
accelerate angiogenesis. The murine skin was inactivated by HHP at 200 MPa and
implanted subcutaneously onto the back of other mice in combination with a bFGF-
impregnated CGS. Grafts were taken after one, two and eight weeks, at which point the
survival was evaluated through histology and angiogenesis-related gene expression
determined by real-time polymerase chain reaction. Histological sections showed that the
dermal cellular density and newly formed capillaries in the bFGF group were significantly
higher than in the control group. The relative expression of FGF-2, PDGF-A and VEGF-A
genes in the bFGF group was significantly higher than in the control group at Week 1. This
study suggested that the angiogenesis into grafts was accelerated, which might improve the
survival in combination with the sustained release of bFGF by CGSs.

5. FGF-2 DA/ XERAMBRBET L EZAV-ERBSBE/EROBFRIT
ORZEE MY, XEZ-HPFNL Y, FFIBHERY, BRRETF ", BAR 2, FiFHIFHE2,
JEATIERE 2, A Ll 2

1) BFREEBRA S

2) RERKZFRERE MEDFFER O FE S T 5o 5 il a8 i

FGF-2 I, B CBVERBOBRERELL TR LK RKBICLZERIBICHT5HEE
MBFAREL THERINI TR0 4 FF CLKBR THERAIN TV,

INFETERXIT, XLV HAW-RERT FGF-2 M, B2 X 25+ R LRAEH BT
T, BEHEEE I BESEIWBERC A NEZEERICERBE T, bbbl EM
BHEAEREZRLTEE, RZEMIX, FGF-2 WEMCHREIZFEE TR {b %
ML TWAEHRELD, HEAMRBEEDE TEDINMERAL TWBDNALNTIT) -
72

AHFFETIL, FGF-2 DIERBFZALNIT 570, A X 3 BE R EMERIBET NV 2E
RIL (REHVAX:3 mmX4 mmX5 mm), FGF-2 &5 DK IBEROO T A HH &k & R Wehl 12 8]
8172 (FGF-2:180 u g/site), ¥7~. real-time PCR IZXVEAMRKIZ BT A B R EERE
FORBEEFHEIT LI,

IR FRREN NG, ERSORERH CRRBEMBEZICERINA MM, BiE
MR O E T MBI LV IR 2 IZP M. B O CRERICEBRINh, 5 28 BB
TITHHEE A B A L MR IZET A B B SN, —F FGF-2 OBEIZLD, RIBEBE~DHE
RADWEE HFEIMEE L PSR R OB EBROFRSREY, &5 28 B BIZIZXREBHOL
WAHAERTTHDON, BIREATH, V¥ —E—BRUEEZBA LA ME ORI, FGF-
2 [ZE0 S 14 B BDBESN., TAEBEIT TREBRERCEAV M OFALREL TV
BIEMRENT, T2, %5 7 B B TiX FGF-2 IZXV RIBERO M & A H B 128U 7=, in



2T B EEEEF ThHhd BMP-2, Osterix, Alkaline Phosphatase, osteocalcin @ mRNA
RIED FGF-2 (L7,

INODORERND., WEMESEREMICRESNZ FGF-2 i1, B HERE O OMaE
FEIZINZ T EHELZREL . BMP-2 OELZTTEIHDIILENHLN LR, THDE
ERRERZT LT FGF-2 131 E | iR U2 A MEMPLR B EMEOF A EFHE
THEEZ LN,
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Chemical Defined Protein Free (CDPF) i5#iZ FiV T, BEHUER D F v B o & 720 ]
ERBMIADERIEIZR I LI, /-, FMIERSMIT CDPF Bl TR IILIL-
T.EV OB WEREMTAZLEHALNIL, EBIZBAA AT L0~ T FT7 41— 5% R
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mAD MO IL-1 B EABREZETSE, DIEHBEOE T LM TIP3 HLNLRoT,
LLEDZ e, RSB BV T AR BRE T OHRRRIELL TED TS
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BABEBITERCRNEITORRLERY  EFBEBORFHREOREESERSNT
W5, 58, HxITETFUNARaF IR F(GM) Z AW RBULTBA BRI AT 5F
CDDP) Z{ERIL . ‘BB BATHE ~DF I OV TRETLI,

[Fik]

PSF U BWREBABLERBLUIEITHRL T GM Z/ERL7, BUVLERRIZL-T 3 BEO
ZEREEED GM Z{ERIL. CDDP # &3 L7~ GM 2V EREE A A /K(PBS) I 24 FEER
HE#., a7 —ERIRIC 24 REEREL CRENIZZ /378 CDDP OREZAIEL T in
vitro (2331 B AR RIMEZFEM LTz, &5IZ, GFP #8 AL7-b LA MaE MDA-
MB-231 ZX—R<UREREIZEALTEEBRET VEIER L, GM-PBS BT E(C #).
CDDP(2mg/kg)fEREN# & (P #£), CDDP(2mg/ke) mFT#X 5(F #). GM-CDDP(2mg/ke) FFT
B 5.(G D 4 BIZHERU(EBE n=6), 18RI A% 4 B Tin vivo imaging system (IVIS) ZH
WCRESE AR FE ML 7=, BEEHFRIRRFETIZIX Tukey-Kramer test 2V,

[#£]

BHERBROMER., 3 BELD 30~40%REOCHHMK LTS —PrEikiEE%IC CDDP
DIHETRD ., BAEANTIZITT 100% ST, $io, BULEREAEVMEE GM D4y
fi£ . CDDP D EBITERHITAELT, IVIS DFER. S BE(1.2X 10" photon/s/mWIZxLT
P &, F BHIA RBICEMEZRL, &HIT G B£(9.9X 10°photon/s/mW)idk P B, FEEIVL A EIZ
A TIHo72(P<0.05),

[Z£]

AR BT ORBOEE I IRBE I X > THRE R RE Th o7, IHIT. GM AWKt
LB ARIRFTR I3BABEB O RETHEICE A THERREENRREN T,

8. REOMRARBEMICESCEYRIENA—DUTZORE
OFt BB, 5 #—88, BIERE
REKRE VANV BAEREDIERT

MRBHEERD I ORIBEOTZOITIE., EENICBHE I N0 L D2 E
REHORMIZATRT I ATV T ERNORREBBMLERT R THD, ELFa
F—t—al (MB) I, #IRRN T4 7AW EE% 1192 mRNA 2RISR RE
HERDEKARA—T 7T a—T Thd, LUedn, B MB iHHRMNIZEAZNIZLKL,
HRAN TOEER—IBRTHEIERMONTWS, £FD—F T, hF A ALETF L+ Ik
FIIZEBEYE IR TRIRTAIET, TOABENFIER TAILENTED, T TAF
FETIE. MB ZHIREN TIRIRL . ZDOTERFER TH5ZLIZE>T mRNA OERHBZRAA—T
YT ERBI, o MB OMIBANHREE EIC, MROLFERE (TR R) 2AT8RIET2
ZEERART, TVEBAT AT ER-3-Y BT eRus - —+¥ (GAPDH) mRNA 2135 MB %
RETL, BRBRDEDITNENLT VTER (GA) TEEBLZ, DD RLRS MB NEIFA1b
BIF T JRLF (cGNS-MB) Z/ERIL 7z, <7 AEIEER MM (KUM6) (IZ cGNS-MB Z#SHl
L. BRI B BB CEIELIZLIA, T /R FEREEOTRM GA BOBMEELIZ, XY



RO/ TE BB EIN ., 2, ERLAE T /R F 032 R IHRICEIA TN,
HBENTHF A ACETF o T /R F OG5 fRIZEL 2> T, MB MR ENT- - ThHHEE X
bid, WIZ, TRV ZAHIA TO I RPN RBR 350 Z/3—E-3 O mRNA (2335 MB
ZERE, RIRRICT /R F2ERL HlRICBIAEE T, 2D%, I T IT I icl->THIlRE
W7 RM— REFELILZA, TRV AFEL TORFREMTH BB EINT, Th
X, MR THREENT- MB N7 Rh— RFEIZ L > THEML- mRNA LEERNIZRISL.
WHERKLI-T-DTHHEELZLND,

9. HREEF IS —4 > (LASCo) ZRAWV-HF BB E DY

ORM M P, MEW &Y, BHDE?, HZAE—?, BRERK ", &&=V EARE Y,
A, ARE—HY, EE®, EHBH Y, HEBKER Y

1) #FEREPEXRER RN

2) ITEKE EYETHEE

[E)EE, HBEFAICBOTHRMERIGEWZRTOM/INREZ R CEOEER
(R7zBAR) BEE SN TWS. B2 IIE VA7 20/ RERES oM ERESE oS —5
v (Low Adhesive Scaffold Collagen:LASCol) ZB3L, HFHEHERIR B LERRIZ OV TREILT=.
[ 5 1E R 325 : b MHE P AR BB R - MR HE SR IR 15 Bl KV ARaZshH L T LASCol v &7
Faas—4L (AC) FV ETHEEL, A7z FEERERNICHAIL. F-2ERERE
Yuf8 T Brachyury, Tie2, PAX1, Aggrecan DFERERRFTL 7.

By EER: 12 BWEHE SD Sk 16 L% 8/9, 9/10, 10/11 RHEHERIARE _EICEIRAEMNZ,

BB L. BHERI~ 15 nl @ LASCol 4/, AC ¥V, I GHR) AL,
#% 56 HETHEL-. B2 X RIBEOHEMARE (YDHI) OHEB & LLE L7z, MREHEA
ZERL, H-E Yo CHINEIZ %, Safranin-O Yefa CHERIARHIRES R 250 L 7=

(452 IR =8 Bl - SRR AL HIC LASCol L TR7 A RMBHEK - I 7223, AC
EFCIRRAT7 2o RERIZ A DD T (p<0.01) . ERZEMARIZIVTiX LASCol ET AC
Fiz_T Brachyury, Tie2, Aggrecan ORI ITELZTRD 7 (p<0.01) . IR
TIXFEET PAX1 & Aggrecan DFEELAERM, LASCol LT Aggrecan DREIHE KL TV
(p<0.01).

B E8R %DHI O BITITHTE 56 BIZHEY LASCol BT AC BELxIBBELVS SIEICHER
WENHERSh, SITRBELOLE THEEZL2RD-(p<0.01). H-E FATIX LASCol-AC
BELG ICBEREERSTETEL722Y, LASCol BETO A MR EN BRI (p<0.01).

Safranin-O ¥ef& Tlx LASCol BET AC BHCH R CcOT eV h  OFE-&
BREL»M»-=(p<0.01).

[#Z22]LASCol 1ZAF ¥ 74— /LN EIM CHEMRBE AL FTREIC T2, FRAERMEL25 TEE
PRI T,



10. RYELEESTVa—IVEBHEAE T /HFIZES50RT ST D microRNA-145 DFEA
OB )N£5, EREE, FAER, JIKER, HAA, £X0 TR, LiGfe, e &,
- &

HEAK%Y DM s #

[ 815k 57 F~D microRNA-145 (miR-145)DEAITIZIZNFETRAEM 7 F—B AN
BN TET, 5B, HFxIIRVILESVa—VEIELESE (PLGA) 7 /HF (NPs) ZHWTHE
WRZ7Z7MZ miR-145 ZE A T35 EZEFE L, £Z T PLGA NPs (ZXVEAZN miR-
145 BBHEFARDO NIEIEEZ IE T 20 2R 5T LT,
(FEIEABAEYVVFOREBREHBHL, Vo BEEHEBERE /K (PBS). control-
microRNA (cont-miR) #f A PLGA NP #####X. miR-145 £ A PLGA NP ZFRIRDOV T Ih
(% n = 8) 1230 HREFEL1%. i~ WALV RIZEENIRE BHL -, EA% 2 BT,
BHELU-BHHFRZBEHL CGRGZAREICLINBERERS I OHREME, B FRELL
BRRELT,

[#E 5 ImiR-145 R EIX miR-145 HETHEIZED-7- (PBS B vs. cont-miR & vs. miR-
145 &%; 0.69 = 0.17 vs. 0.70 =+ 0.19 vs. 1.03 * 0.28; P= 0.03, miR-145 &£ vs. cont-miR
B), 777 MNaHilm O NEE I miR-145 B THRIZEME TH-o7- (1.63 = 0.52 mm? vs.
1.67 = 0.49 mm®vs. 0.88 £ 0.34 mm?; P< 0.01, miR-145 &£ vs. cont-miR &), Ki-67 B4
HIRRELEIA 1T miR-145 B THRIZEM THY(42.5% £ 7.3% vs. 42.2% £ 6.7% vs. 28.9% +
4.1%; P< 0.01, miR-145 &f vs. cont-miR &f; & n = 6), ME FIBFHMIR (VSMC)DHEFETEM:
DIFN A RIBINT-, qPCR (255 miR-145 {ZERIE{ZF myocardin DR EIT miR-145 B
THEIZED - (0.58 = 0.67 vs. 0.61 % 0.46 vs. 1.70 =+ 0.72; P= 0.02, miR-145 B¥ vs.
cont-miR &¥; & n=6),

[#28 ImiR-145 £ A PLGA NPs iZ VSMC OFRBERLE (LA HIHL , EA% 2 BEOAIC
BWTHERS 77 bONBEEEE ML TV iz, PLGA NPs Z AV /- miR-145 OERYFFET
~DEANIIREY NI F — 2 LBLUWEERFIETHY, BERISHIZES>THERITHS,

11. Collagenase digestion technique [CTRELEBEZ{To-MHIN IR BOMRIAREEBE
ITRIZTHE

OxE i, @)IFE GEE— G = KRAZ

WERFE EE BRSH

A, Bl AVICRE B AR EORITARSEITL TS, ThETORMAICET
UL, eRHAEO S LRI ITE YR/ REE, FIE YR AR BREEH
BETHHIEBRG>TWD. Lo T, Bz & Lo/ NEM ORE MR E 5 — 3 A
ADREWMERE AT A7k ELIET) (SHBEMTIL CTH-eedfiafdtaielL, &5
(AP BERICEO D CETER R T ZL T, B#ITRENSRVEREEGOFAEFEMN
FIREICRDIEMHERISND. ThEThhbhid, LR~/ 7ukBFE AV HRREFT4E
BT OB Z RS TE. T (DB LERENITHMM T 2R ELERL, MILE



A7 0EEICE ENSCE MRS I L USRI IE DM Z 1T o 7=, RIZ(2) v A/ uikE %
WA R B EHCEE S, w728k E - B35 -bFGF RBULI AT L&A EOETZBER
BREZITV, MRRSEITEREZNIZ2VITRRERBEEFELRLT. ThHDRERENID,
bFGF R AT LM DBERE O BEIIEKRIL SOXs EHEALEN L7k B SFMRaDETE
BLUHBEAEERROTLEIZLDLDEE LN, D2 OFDERIL, v/ 7udkFHAX
ICRENDRBILBROEBICHEB T2 mREINT. EZTESERDOFETIE, BEF7F K
BiF% V- bFGF #RbT AT L2 3L TEBFEBHZITOER, collagenase IZXARIALER
Nz i-=A7ai'E% PCA FEMmICEEE I, 74 (collagenase digestion technique) A3
MEBAICRITTEEIZOWTREILZ. FOFE, collagenase digestion (ZLARTAEIT
BFHTHY, FOEEFRERIL 15 FEITHAIENHBALE, 5%, MEBAIZBITAIL25
FHDORBELERIEL TV FETHAS.

12. SRR ZHIZx 95 bFGF & PRP DA ESRDOBRE

OFMEBY, EM FY, miEE", AAETY, BB S, ILESTE ", mFMHAKER ",
HERE?, BEEBH "

1) MERERERE BERINR

2) REKRFE BAEREHER AEMEFESE

[ B 89 ) B AR i 2 et 4 B854 TR EE I R AF R R R B 25 T 525, K- IR#iFH
WL BT B EHHELL THBIEOBEIILL, SOINERRIICELDIZEBRION TV,
FOIEDERRLHICIHEERIE DA D FRIEBEIREL ., FEEHOBRELHITHIE
BUETHD, BEIZ bFGF BL PRP BNENFNRREEEZRETILBREIN TS,
K 41X bFGF & PRP AR 5452 L TIVBRIEEMEEINDERHEIL T, Ty M
WIEEET VI, bBFGF BXT PRP #EREREEITF I NARaf L —rELT GHS) %
BHEL. BREEDSOTSEIRES REL MU, [FFIEISD Ty bR TiHEE LRE 204
BEL . BRI ET VEER LT, IBHUIEE%IC GHS 2 PBS(avbe—/V) | bFGF, PRP,
bFGF+PRP 2 FNFh EF&E, EEMICBMEL, itk 2, 4 BT HE &, $77=0
Yufa G SF RIS LT, F7= Isolectin B4 BLW 2 Bas—4  oEfAERE T, M
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*13. Efficacy Comparison of Cryopreserved and Lyophilized Human Platelet Lysate for
Wound Healing

OSharon Claudia Notodihardjo", Naoki Morimoto", Natsuko Kakudo", Toshihito Mitsui®,
Tien Minh Le", Yasuhiko Tabata®, Kenji Kusumoto"

1) Department of Plastic and Reconstructive Surgery, Kansai Medical University

2) Department of Biomaterials, Field of Tissue Engineering, Institute for FrontierMedical
Sciences, Kyoto University

Human platelet lysate (hPL) is part of the growth factor cocktail derived from human platelets.
The production process is easier in comparison to platelet-rich plasma; thus, hPL is now
considered for use in wound healing therapy. However, methods for preserving hPL for more
than several months that maintain its bioactivity must be considered, especially for chronic
wound treatment. The present study compared the effects of preservation for 9 months using a
refrigerator or deep freezer. We investigated three preservation conditions. In the C-hPL group,
hPL was stored at -80°C in a deep freezer for 9 months; in the CL-hPL group, hPL was
cryopreserved for 9 months at -80°C in a deep freezer then lyophilized; in the L-hPL group,
lyophilized hPL was refrigerated at 4°C for 9 months. The quantity and quality of growth factors
in these three groups were measured by an ELISA and in fibroblast cell cultures. Then, gelatin
hydrogel discs were impregnated with hPL and its effects with regard to the promotion of wound
healing in mice were evaluated by histologic examinations. In cell culture medium, fibroblast
cell cultures were better supported in the hPL groups than in the fetal bovine serum group. In the
histologic examination of the wound healing process, no differences were observed among the
three preserved hPL groups with regard to epithelialization, or granulation tissue or capillary
formation. The stability of growth factors contained in lyophilized hPL is maintained at 4°C for
up to 9 months. This was a versatile preservation method that can be applied in clinical practice.
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*19. Healing of Hydroxyurea—Related Leg Ulcers with Allogeneic Platelet—Rich Plasma

and Artificial Dermis

OYuemin Zhou"?, Yuan Chai" , Yuanyuan Ma®, Qiannan Zhao", Yuquan Lu?

1) Department of Reconstructive and Plastic Surgery, Huaihe Hospital of Henan University
2) International Joint Research Laboratory for Cell Medical Engineering of Henan, Huaihe
Hospital of Henan University

Hydroxyurea has been associated with painful non-healing ulcers, which has no effective
treatment method but permanently discontinuation of hydrooxyurea 12 We present a case of leg
ulcers that likely occurred from hydroxyurea use in a patient with essential thrombocythemia.
Topical treatment with allogeneic PRP and artificial dermis for five weeks (once a week)
almostly completely healed the leg ulcers.
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