GHEP TE BAO THUONG Bi T THAN KHONG NUOI CAY

(MKTP : melanocyte — keratinocyte transplantation) \
TREN BENH NHAN BACH BIEN ON DINH
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PAT VAN DE

» Phan céng cua BGD

» Pao tao ngan han t&r doan DASIL tai TP.HCM n&m 2017
» Nhu cau cla bénh nhan

» Mong mudn cla cac bac si chuyén nganh da liéu

» Bé&nh nhan dén tw van vé ky thuat mai con gidi han



KHAI QUAT VE BENH

- BACH BIEN LA GI

« ANH HUONG CHAT LUONG CUOC SONG

- CHAN DOAN

« CAC PHUONG PHAP BIEU TRI NGOAI KHOA

« TAI SAO THUC HIEN PHUONG PHAP MKTP






S amm
& #3000

Bénh nhan den kham/nam

i #4 000

Lwot kham/nam
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> Bach bién |a bénh da mat sac t6 mac phai thwong
gap nhat 0,5 - 1% dan sO. Y4 la tré em dudi 12 tudi.

> Bénh xay ra @ moi chung toc, nam nlr nhw nhau
phd bién & An D6 (c6 thé dén 8,8% dan sd), yéu to
gia dinh cling dwgc ghi nhan.



SINH BENH HOC

» Sinh bé&nh hoc dén nay van chwa sang td hoan toan.
» Bénh xay ra do nhirng hac t6 bao bién mat hodc bi pha hay.

» Bach bién 1a mot bénh hoc da yéu to v&i nhiéu gia thuyét.
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SINH BENH HOC

Cé6 ba nhém gié thuyét vé sinh bénh hoc cla bénh :
> Thuyét pha hady hac té bao
e Do tw mién
® Yéu t6 than kinh
® ROGi loan qua trinh oxy hoa - khir
» Thuyét trc ché hac tb bao hodc khiém khuyét két dinh
» Thuyét bai xuét hic bao
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> Dat, mang méat sac td & bat cr ving da nao trén co thé thwong gap

quanh 16 tw nhién va vi tri dé bi chan thwong.

> Dién bién tw nhién cta bénh la lan nhanh trong nhiéu thang réi én
dinh, ho&c lan ra co thé trong nhiéu nam.

> Bénh gay mat thadm my, ttr d6 &nh hwdng dén tdm sinh ly va chat
lwong cudc séng clia nguwdi bénh, nhat 1a & nhirtng nguwdi 6 lan da sadm

maul.
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> Bénh dwoc chia lam hai thé cha yéu: thé khdng dit doan va thé dit doan

DP&c diém lam sang

Thé khéng diet doan
(non-segmental vitiligo)

Thé dut doan
(segmental vitiligo)

Phan bd Pbi xirng 2 bén co thé D/, | Mot bén co thé, khong ddi xing
Hay gap: mu tay, mu chan, mat, nép gap, | Doc theo day than kinh ngoai vi
nach, sinh duc, hoc tw nhién

Tylé 3 1

Hoat déng Moi tudi (50% duwi 20 tudi) Lan ra dwdi 1 tudi

Tién trién Trong nhiéu ndm Lan nhanh < 2 ndm va ding lai

Sinh bénh hoc

Co ché ty mién

Co ché than kinh

Koebner, lién quan
tw mién, Halo nevus

co

khong
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CHAN DOAN

» Chan doan dwa vao lam sang la chinh: dat trang ranh giéi rd, co vién sac
td, khdng mat cdm giac. Néu co 16ng téc cling mat sac to6 thi 1a dau hiéu
giup khang dinh chan doan.

> Hoa méd mién dich biéu hién bang mat cac té bao sac tb tai vung tén
thwong va c6 tham nhiém té bao Lympho chd yéu la T CD 8+.

> Chan doan phan biét: Bach tang (da l6ng téc trang toan bé — bénh di
truyén), bénh phong (mét cdm giac tai ché ), lang ben (b&nh nam — c6 vay

min, ra nang dé ngra), gidm sac td sau viém ...
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> Nhiéu phwong phap dwoc (rng dung véi mong mai kiém soat bénh va

trd lai sw thAm my cho ngwdi bénh nhw diéu tri ndi khoa bang thudc (tai cho,
toan than), quang trj liéu va diéu tri ngoai khoa.

» Can tranh cac yéu t6 thuan loi phat trién bénh (anh nang, chan thuwong)
> Nguwdi bénh cé thé dung trang diém che khuyét diém hodc cac phwong

phap nguy trang.
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TIEU CHUAN CHUNG CHON BENH

Bénh &n dinh it nhat 6 thang

Khéng c6 hién twgng Koebner

Khéng c6 khuynh hwéng tao seo hay seo 16i
Trén 12 tudi

DPap tng khdng mong mudn véi diéu tri ndi khoa

Test ghép 16 nhé dwong tinh: gitr dwoc va lan réng
sac t6 & vung nhan va khéng bi Koebner hoa &

vung cho sau 2-3 thang.

CAC KY THUAT PHAU THUAT

Ghép manh nhé (minigrafting)

Ghép bong nwéc thwong bi bang hat (suction blister

epidermal grafting)

Ghép té bao sac t6 tw than dwoc nudi cay (Grafting of

cultured autologous melanocytes)

Ghép hén dich t& bao thuwong bi khéng dwoc nudi cay

(grafting of non-cultured epidermal cell suspensions)



HINH ANH CUA CAC KY THUAT PHAU THUAT
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Ju H. et al. Surgical Interventions for Patients With Vitiligo: A Systematic Review and Meta-analysis. JAMA Dermatol. 2021

Original Investigation JAMA Network

—— JAMA Dermatology

February 17, 2021

Surgical Interventions for Patients With Vitiligo
A Systematic Review and Meta-analysis

Findings In this systematic review and meta-analysis that included 117 unique studies and 8776 unique patients, the rates of

repigmentation above 90% and above 50% after a single session of all surgical interventions were 52.69% and 81.01%,
respectively.

Study Selection Of 1365 studies initially identified, the full texts of 358 articles were assessed for eligibility. A total of 117
studies were identified in which punch grafting (n=19), thin skin grafting (n=10), suction blister grafting (n=29), noncul-
tured epidermal cell suspension (n=45), follicular cell suspension (n=9), and cultured epidermal cell suspension (n=17) were
used.

Conclusions and Relevance The findings of this systematic review and meta-analysis suggest that surgical intervention can

be an effective option for refractory stable vitiligo. An appropriate procedure should be recommended based on patient age,
site and size of the lesion, and costs.
18



Altalhab S, et al. Six-year follow-up of vitiligo patients successfully treated with autologous non-cultured MKTP. J EADV. 2019

Six-year follow-up of vitiligo patients successfully
treated with autologous non-cultured melanocyte- E/\ J E A DV

keratinocyte transplantation

S Altalhab 1, M 1 Allasser 2, SV Mulekar 3, A Al Issa 4, S Mulekar 3, ] Diaz 4, A Diallo ?
K Ezzedine 2

Objective: To search for factors associated with long-term maintenance of patients with stable vitiligo
successfully treated with melanocyte-keratinocyte transplantation.

Results: In total, 602 patients were included in the study of whom 410 (67%) were women. Mean age
was 24.25 years [4.0-67.0]. Affected body surface area of less than 1% (adjusted HR = 0.37; P = 0.04)
and mechanical dermabrasion (adjusted HR = 0.26; P = 0.03) were independently associated with
lower rates of relapse. On the contrary, non-segmental type of vitiligo (adjusted HR = 2.11; P = 0.03)
and fingertip involvement (adjusted HR = 3.75; P = 0.01) were independently associated with higher

rates of relapse.

Conclusions: Criteria for selecting patients with stable vitiligo for surgery should include careful
assessment of vitiligo type including body surface area of vitiligo and involvement of fingertip before

19 undergoing surgical procedure.



Richard H., et al. MKTP procedure in the treatment of vitiligo: The experience of an academic medical center in the US. AAD. 2012

H P Journal of the American Academy of Dermatology !

w0y Volume 66, Issue 5, May 2012, Pages 785-793
ELSEVIER

Melanocyte-keratinocyte transplantation
procedure in the treatment of vitiligo: The

experience of an academic medical center in
the United States

Results: Of the 28 patients who underwent 36 procedures, 23 patients who underwent 29 procedures
completed the 3- to 6-month follow-up period. Data for these 29 procedures show excellent
repigmentation (ie, 95%-100%) after the MKTP in 17%, and good repigmentation (ie, 65%-94%) in 31%.
Fair (64%-25%) and poor (24%-0%) repigmentation were achieved in 10% and 41% of patients, respectively.
Average percent change in Vitiligo Area Scoring Index was —45% (95% confidence interval —64% to —26%),
signifying an improvement in pigmentation.

20
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21 Fig 3. Assessment of repigmentation for all cases.



Richard H., et al. MKTP procedure in the treatment of vitiligo: The experience of an academic medical center in the US. AAD. 2012
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22 Fig 4. Assessment of repigmentation by lesion location.



Richard H., et al. MKTP procedure in the treatment of vitiligo: The experience of an academic medical center in the US. AAD. 2012
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CAPSULE SUMMARY

« The melanocyte-keratinocyte
transplantation procedure is an evolving
treatment in Europe, Asia, and the
Middle East.

» Melanocyte-keratinocyte transplantation
procedure is an effective and well-
tolerated treatment option. Evaluation of
repigmentation is improved by a
validated scoring system over subjective
methods. Melanocyte-keratinocyte
transplantation procedure is effective in
skin types Il through VI (previously
undocumented).

« Surgery for vitiligo is underused in the
United States. Given our findings, US
dermatologists now have an additional

23 option for the treatment of this disease.




Bassiouny D. Autologous non-cultured MKTP in the treatment of vitiligo: patient selection and perspectives. Clin Cosmet Investig Dermatol. 2018

Q1: What is the duration of stability?

[ 2 1year [ <1 year or doubtful
-
Q2: What is the type of vitiligo’ <1 year : Continue Medical treatment &
Phototherapy until stable for = 1 year
] M Doubtful :Follow-up by photography or do
i fting test t fi tability.
S Focal Gananiiad mingrafting test to confirm stability
Vitiligo Vitiligo vitiligo
] ——. Q 3: What is the extent of Vitiligo?
Q4: What is the affected site? l
I <30% BSA 2 30%B5A
N 2 1 7
~ ~ R o o

Head & Neck: Trunk, Arms, Joints : Hands & Feet
Excatient legs: cornified skin: Consider mixed

response Excellent / Aggressive suspension Not suitable
dermabration, response laser resurfacing Proximal fingers
gentle laser needed Good/Moderate

L resurfacing SR response
response Fingertips: Poor
\ 2 response, Avold or Home P Alljournals P Clinical, Cosmetic and Investigational Dermatology P List of Issues P Volume 13, Issue
24 &c"‘“id"’ cryoblebbing Pl # Clinical, Cosmetic and Investigational Dermatology
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Table | Different modifications in autologous non-cultured melanocyte—keratinocyte transplantation technigue

Mumber | Donor tissue Trypsinization technigue Medium used for Recipient site Application of Patient Referen e
of days suspension preparation SUSpEnsion immobilization
Twa Dray |: superficial skin sarnples Day I: cald trypsinization. Skin Salline (1 mL/1 em® skin) Day 1: liguid Dray X partial aspiration | 20 minutes Gawthier and
from the occipital scalp using a incubated for |8 hours at 4°C in nitrogen indoced of blister fluid and Surleve-Bazeille
dermatome with a razar blade 0.25% trypsin blisters | and 2 am injection of 0.1 mL of ke riy
Dray 2: skin incubated in apart eellular suspension!
EDTA for |5 minutes at room blister by a 25-guage
pEmpErature insulin syringe
O Superficial skin sample with a WWarm trypsinization. Skin sample | Supplemented melanocytic A high-speed Suspension covered 4-5 hours Oilszon and |uwhlin
1:4—1:10 donor-to-recipisnt porn into 2 em? pieces and mediune M2 rmediem dermabrader, fitped by a thin collagen film, [ 192E)"
area ratio tken with a Goulian incubated at 37°C in 5% CO, supplemented with basic with a diamond ME-moistened gaure and
bicpsy knife far 50 minutes in trypsinEDTA fibroblast gresth facvor, wheel Tegaderrn
solution. Trypsin inhibitor added penicillin and Streptompsin
Clrse A shave biopsy (1/2-1/4 of fallowing incubation Supplermented meknooyptic C0, laser resurfacing | 0.5—1 mL of hyalurenie | & hours van Geel ot al
recipient area) from the glueeal mediume M 199 medium acid added o suspension (2001
region using a hand dermatome supplemented with insulin, L0 imEreate viscosity
hydrocortisonse, cholera toxin,
penitillin/streptomyein ard
u—ansl'-'er'r‘-in.l'r.riindnmnunine
Oime A shave biopsy (1/3—1/10 of Warm trypsinization e supplements: DMEMIFI2 High-speed Suspengion covered by Left immedately | Mulekar (2003)2
recipient area) from the glueeal Oirdinary incubavor wed followed | only dermabrader ficeed collagen film, DMEMY Mulekar (2004)°
region by a silver skin grafting by addition of trypsin inhibibar with a diamond fraise | Fl2-moistened gauzs Mulekar {2005)*
knife In 2009, trypsin inhibitor step wheal and Tegaderm Mulebar et al
replaced by washing tissues (2009
Mulekar et al
(20000
-!\W_-E'ar 2 superficial skin sarmples Eu-_r T: skan incubated lor 40 Supplermented melnocyric Eu]r 1= liguid Er:g- & hyaluranic acid 2 hours ¥ BL A
from the gheaeal region (1710 of rminutes at 377C in an ordinary medium: Ham FI2 nitroggen indoeed added to suspension (200 1™
recipient area) incubator followed by 1% FBS supplemented with blisters | and 2 am in 1:& ratio oo form
addition to meutralize trypsin L-glutamine, penicillin— apart an injectable viseid
streptompdin, hydrocortisone, Suspension
basic fibroblase growth Bctor,
isabutylmethybanthine and
¥ 5-cAMP
Cirne Anagen HFLk from the oceipital | HFU: incubated at 37°C for three | Suspensions of all three whes | A motori zed Suspengion spread and Mot seated Mohanty et al
region [|5—25) o produce 30-minute eycles. HFUs placed cambined in a single tube dermabrader fitped eovered with a collagen (200 1)
CHRSHFS in a new tube of rypsin-EDTA and filtered through a 0 pm with diamond fraises | dressing of fish origin
and trypsin inhibitor added to cell sgraimer, centrifuged and used till pinpoint
previous tube each time suspended in DMEM bleeding appeared
{Continued)

(]
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KINH NGHIEM PIEU TRI TU NHIPNG NGHIEN CUU TRUOC

CHON BENH

KY THUAT

PANH GIA

v Thai gian 6n dinh bénh >= 12 thang
v Mbi va dau ngén dap ing kém nhét, dau cb tét nhat
v Put doanva khu trd cho két qua cao

v Tilé da lay vung cho/nhan = 1/3 - 1/5
v Bao da co hoc cho két qua tét hon laser

v Tilé tai tao sac td thdng qua hinh &nh so véi truwéc
diéu tri

v Tilé mét sac td con lai theo VASI danh gia trong méi
lan tai kham
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BANG SO SANH HIEU QUA BIEU TRI MKTP

Olsson and Juhlin 1998 Mulekar 2008 Richard H. Huggins 2011
SEGMENTAL 100%(3) 84%(50) 19%(9)
FOCAL 73%(17) 58 /O
GENERALIZED 78,7%(20) 56%(142) 15%(19)



28

CHON LUA BENH NHAN

« Bénh nhan >= 15 tudi.

« Bénh nhan dwgc chan doan bach bién 6n dinh > 6 thang:
v' Khéng xuét hién sang thwong moi

v' Cac sang thuwong cli khéng I&n thém
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TIEU CHUAN LOAI TRU

Xuét hién hoi chirng Koebner

Bénh nhan co tién s seo 16i

Bénh nhan c6 bach bién toan than lan rong > = 30% BSA
Bé&nh nhan bach bién dau cwc (dau chi - moi)

Bénh nhan cdé thai va cho bé bu

Bénh nhan c6 bénh nén vé& mach mau, st sung thudc khang déng, ubng thubc khang viém
NSAIDs, hay thudc &rc ché mién dich

Bé&nh nhan khong tai kham theo hen

Ngoai ra, bénh nhan dang diéu tri quang tri liéu can ngwng 2 thang trudc khi ghép te bao,
trong khi nhirng bénh nhén dang diéu tri thudc boi tai ché thi khéng can ngung.
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CAC BUOC TIEN HANH

Kham va chon bénh
nhan phu hop.

BUOC 4
Thye hién ky thuat

BUOC 2

Tw van k¥ thuat
MKTP va ky dong
thuan

BUOC 5

Hwéng dan cham
soc sau ghép té bao

BUOC 3

Lam BA, chup hinh,
danh gia thwong tén
va vung da ghép.

BUOC 6

Té}i kham theo hen 1
tuan,1-3-6 thang, danh
gia két qua.
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TIEN TRINH THU'C HIEN MKTP

Chuén bi da Chuan bi da
vung cho ving nhan
I B60XX I 20XX
10XX 10XX
Ly tach hon dich Ghép thwong bi.

thwong bi
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Lay manh da ghép ti¥ da binh thwéng X ly manh da ghép trong tripsin 0.25%  (J 37- C trong 60 phit

Ly tdm vat liéu
da boc tach
3000 vong/phit
trong 5 phut
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Téach té bao Rira manh ghép

[ e—- — -

' Dich treo gidu t& bac hic t trong 6ng tiém

Lép day dong & dudi
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PANH GIA KET QUA

< Tilé phan tram tai tao sac td

« Ti 1& cai thién sac to theo VASI:
= (VASI sau diéu tri - VASI trwéde diéu tri)/ VASI trwéde diéu tri
Trong dé: VASI= ¥ tat ca sang thwong( s6 don vi ban tay)* % mat sac
td con lai

< Danh gia thdm my khac biét nhiéu hay it so v&i ving da xung quanh

35
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Q Nhiém trung sau md

0 Sang thwong mai xuat hién sau thi thuat
< Tai phat (relapse): mat sac té6 hon 10% & ving trwdc dé da tai tao
sac td sau diéu tri
< Bénh tién trién (recurrence): xuat hién sang thwong mai & ving
chwa diéu tri hodc vung da binh thuwéng.

O Seo vung cho.



The secret TO SUCCESS

v' CAc béc si kham va chuyén bénh
dén khoa ngoai vao cac ngay lam
Viéc

v Hop tac clia bénh nhan tuan thu

v&i hwéng dan diéu tri
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