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I TONG QUAN

N4m da (Melasma) 1a mot rdi loan ting sic t6 man tinh thuwdong gip do sw hoat ddng qua mirc cia cac té
bao melanocyte dan dén suw 1dng dong qua nhiéu melanin trong 16p thwong bi va trong 16p bi. Biéu hién
1am sang la cac dat, mang mau nam sdng dén mau niu xam xuat hién & mat, dic biét 1a ving ma, do6i khi
xudt hién & vung canh tay.

Nam da thwong gip & phu nit, dac biét trong d6 tudi sinh san va & nhirng ving cla co thé tiép xic véi
anh nang, nhit1a & mit.

Cac yéu t8 déng gop vao sinh bénh hoc clia nAm da bao gom di truyén, tiép xtic 4nh nang, sy nhay véi
cac hormone, mang thai va trong mot s trwong hop do thudc.

Nam da Ia mo6t bénh lanh tinh nhwng lai ¢6 tic dong manh trén stirc khoe tam li, tir d6 lam gidm chat
lwong cudc séng.

Diéu tri nAm da cho dén nay van 1a mét thach thirc vi mitc dd cai thién kém va s tai phat thudng xuyén.
Il. DICHTE

Khoang 1% dan s6 thé gi¢i bi ndm da, tuy nhién c6 thé 1én dén 9% - 50% & dan s6 nguy co nhw Hispanic,
Latin, chiu A, Trung P6ng va chau Phi, An Pd. Ngoai ra ty 1& mic ndm cao téi 30% & phu nit chau A trong
do tudi sinh dé.

Legend:
= Peru:10.1% W Texas: 8.8% B North Carolina
I New York: 8.2% W Thailand: 33% B Washington (DC)
Lebanon: 3.4% M India: 0.25% - 4% M Brazil
W Saudi Arabia; 2.88% Ethopia: 1.8% Singapore

Nam da c6 thé anh hwdng dén bit ¢ ai; tuy nhién né phé bién nhirng ngudi c6 type da theo Fitzpatrick
twr [I dén V nhwng lai khéi phat sém & nhitng ngwoi cé type da theo Fitzpatrick tir II dén II1. Diéu nay
chirng té ngudi c6 da trdng hon 1a mot yéu t6 nguy co dé bi ton thwong béi anh sang.

Ngoai ra phu nit trong do tudi sinh san bi &nh hwdng nhiéu nhéit tir 28 dén 40 tudi, cho thiy yéu t6 noi
tiét dong vai tro quan trong trong co ché ctia bénh sinh nam.

Ti 1 hién mic & nam khac nhau giita cac qudc gia, trong d6 cac nghién ciru & An Pd bao cio ring 26% -
32% bénh nhan ndm la nam.

IIl. CACYEU TO NGUY CO

Di truyén, tiép xtic v&i dnh nang (tia UV, 4nh sdng kha kién), type da t8i mau (111, IV), cic hormone (trong
thoi gian mang thai, hormone diéu tri, thudc tranh thai dwong udng) la cac yéu té nguy co chinh trong
sinh bénh hoc cia nam.

Theo ] Eur Acad Dermatol Venereol 2009, 23(11):1254, Epub 2009 May 19, d6 tu6i trung binh kh&i phat
nam la 34 va 48% cé tién st gia dinh bi ndm vé&i 97% & thé hé thi nhat. Thoi gian thwong thiy nhat
khéi phat ndm 12 sau sinh va nhirng ndm sau sinh. Nhitng phu nit dang mang thai ti€p xtc v&i &nh ning
hay & ngoai troi hon 10h mot ngay lam tang nguy co nam lén khoang 27%.
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Ngoai ra nhiing ngudi c6 type da III, IV theo Fitzpatrick cling dé bi nAm hon nhitng ngudi c6 type da |,
II. Tuy nhién nhitng ngwoi c6 type da II, 111 khi bi ndm thi sé bi khé&i phat sém hon.

N4am ngoai mat cling phd bién & phu nit sau méan kinh hon trong phu nit tién man kinh.

Mot s6 nghién ctru gan day ciing chi ra gan bat thudng chirc ndng tuyén gidp va bénh giap tw mién ciing
lién quan dén nam. Sy gia tang nong do cao cua TSH ciing c6 lién quan dén viéc ndm giy ra bédi tia UV.

Common Triggers for Melasma

090 T

Skin tone Increased estrogen Pregnancy Sun exposure
hormones

©®

Skin inflammation Certain drugs Genetics

IV. BIEU HIEN LAM SANG

Cac ton thwong ndm thwong do6i xrng hai bén mat tir mau niu sdng dén mau niu xam biéu hién béi dat
hay cadc mang tang sic td. Cac ton thwong thudng xuit hién & cac ving da tiép xtic véi anh nang mat troi
nhw tran, miii, m4, ving méi trén va cam.

© 2019 VisualDx.com

Sw phén b6 vi tri ciia ndm: dwoc chia lam 3 ving bao gom vung trung tim mat, ving xwong go ma
(malar/zygomatic) va vung ham dwéi (mandible). Trong d6 ndm & vung xwong go ma la thwong gap
nhat.
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Viém dong vai tro mot trong bénh sinh cia ndm nén & mét s6 bénh nhan bi nam c6 tinh trang hong ban,
kho da va ngtra.

Ngoai ra cling c6 mot s6 bénh nhan bi ndm ngoai mat, thuwong dang ndm nay ciing khéng phé bién nhwng
lai rat kho diéu tri. Vi tri ndm ngoai mat thwdng gap nhat 1a canh tay, sau d6 dén cang tay va nguc, cudi
cung la lvng.

V. DIEN TIEN NAM

Cac giai doan 1am sang cia ndm c6 thé dwoc chia thanh giai doan hoat dong va giai doan khéng hoat
dong. O giai doan hoat dong, viing ton thwong mé réng va mau tén thwong t6i hon. Hon nita, cac t6n
thwong trén da sé do sau khi gai, nhwng soi kinh cé thé lam cho mau nhat hon. Dwi kinh hién vi dong
tiéu phan xa (RCM), nhiéu t& bao hic td c6 chi s6 khiic xa cao va nhiéu soi nhanh dai c6 thé dwgc nhin
thay & 1¢p day ctia biéu bi. Cac bach cAu don nhan c6 chi s8 khiic xa trung binh va cac thwe bao sic té c6
chi s6 khiic xa cao c6 thé dwoc quan sat thiy & 16p ha bi bé mit. O giai doan khong hoat dong, viing lién
quan khéng mé rong ciing nhw khong cé sw thay ddi mau sic. Viéc gii hay soi kinh khéng dnh hwéng
dén mau sic cua tén thwong. Theo RCM, ¢4 it té€ bao hic td dudi gai hién dién & 16p co ban cua biéu bi.
Cac s¢i nhanh clia melanocyte ngan hon so véi nhitng t€ bao & giai doan hoat dong va cac té bao
melanocyte dang “starburst” rat hiém. Ngoai ra, cé it bach cdu don nhan thAm nhép vao 1¢p ha bi bé mit
hon.
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Ngoai ra nam 1a mét tinh trang man tinh va hay tai phat. Nadm c6 thé giam hay cai thién sau sinh nhung
phén 16 kéo dai vai thang hodc véi thoi gian dai khong xac dinh. Sw tiép xtc kéo dai hay 1dp lai cia cac
yéu t8 khéi phat nhw 4nh ning hay diéu tri hormone c6 thé gay tai phat nam.

VI. CHAN POAN XAC PINH

Chan doan ndm chu yéu dwa trén 1am sang thong qua héi bénh sir va quan sat. Chd y can xac dinh va
phan loai tén thwong ndm & lé'p nao cta da vi néu cac tén thwong & 16p bi sé dap rng kém va dé tai phat
hon so véi ndm & 1¢p thwong bi, phan 1én cac bénh nhan déu mac phai nAm hén hop.

Can khai thac cac yéu to khéi phat nhw mang thai, thudc tranh thai, thuéc nhay cdm anh sang, thoi gian
tiép xtic &nh ning mit troi d€ han ché cac yéu t6 khai gitp ting hiéu qua diéu tri nAm.

Pen Wood gidp phan biét ndm thwong bi hay ndm bi:
+ Nam thwong bi: mang sic t6 c6 bor déu, gioi han ro
+ Nam bi: mang sic t6 c6 bo déu, gioi han rd

Dermascopy giup danh gia mang lwéi sac t8, sw ting sinh mach mau, giin mach, ciu tric sic t§ dé danh
gia d6 nang cia nam.

Vil. CHAN DPOAN PHAN BIET

DU ndm 1a mot tinh trang ting sic td mac phai thwong gap vé dé dang chin doan trén 1am sang tuy nhién
van c6 mot s6 bénh ly da c6 tinh trang ting sic t8 dé nham l14n véi ndm, chdng han nhw nevus hori, tan
nhang, do6i moi va ting sic td sau viém. Do d6 can biét thém mot s6 tinh trang ting sac t6 d€ tranh nham
14n va ting hiéu qua diéu tri.

1. Nevus Hori

Nevus Hori 12 mot t&n thwong cé dic diém ting sac td bi mac phai thuwomg gip & ngudi chiu A, dic biét
la nir trong d6 tudi tré va trung nién. Biéu hién l1a cdc mang 16m d6m mau niu xanh hodc xam déi xirng
& hai bén ma. Nevus Hori khang véi cac thudc thoa trong diéu tri nam va chi dap &ng véi diéu tri laser.

2. Tang sic t6 sau viém

Tang sac t sau viém 12 tinh trang sam da xay ra sau tén thwong hodc viém da phat sinh & tit ca cac loai
da, nhwng thwong gap hon & bénh nhan da mau (loai da Fitzpatrick IV-VI). Thong thwong, khi da &
nhitng bénh nhan sAm mau hdi phuc sau bénh viém da cip tinh hoic tén thwong, né cé thé tré nén ting
sdc t6 hodc gidm sic t8 (gidm sic td sau viém). PIH c6 thé x4y ra & ca 1¢p thwong bi va 16p bi, 1a két qua
cla cdc melanocyte phan (rng vi su tdn thwong & da giy ra sw gia ting san xuat va phin phdéi lai melanin
khong déu.

Vi tri ctia sic t6 du thira trong cac 16p da sé quyét dinh mau sic ctia n6. Chirng ting sic t6 thwong bi sé
xuat hién mau nau, niu hodc nau sm va c6 thé ty thuyén gidm ma khong can diéu tri. TAng sac té & 16p
bi c6 biéu hién mau xdm xanh va c6 thé ton tai vinh vién hodc bién mit trong mot thoi gian dai néu
khong dwoc diéu tri. Tang sic t6 sau viém nén dugc xem xét khi bénh nhan c6 tién st bat ky loai viém
hodc chin thwong nao trwéc khi khéi phat, vi du nhw mun trieng cd, cham, bénh vay nén hodc chin
thuwong. Bénh nhan thwong sé xuit hién cac mang tang sic td va cac mang c6 kich thwéc khac nhau, cing
phén bé v&i qua trinh viém ban ddu. Mic du thwong 1a chdn doan 1dm sang, nhirng tredng hop khé khan
hon c6 thé dugc hd tro bang sinh thiét d€ danh gia mé bénh hoc.

3. Tan nhang

Tan nhang 1a nhitng nét tang sic t6 c6 ranh gi¢i ré rang tir 1-3 mm, ¢6 hinh tron, hinh bau duc hoic
hinh dang khong déu. Chung 1a két qua cla sv ting tao melanin do do tiép xtc v&i tia UV ctia 4nh ning
mat troi va sw van chuyén cac melanosome tir melanocyte dén té bao sirng. Nhirng ton thwong lanh tinh

Bac sy Tran Anh Hao - 0865426516 Trang 4



https://trungtamthuoc.com/

nay khong c6 xu hwéng chuyén déi ac tinh mic du xdy ra & nhitng ving da tiép xtc véi dnh nang bao
gbm mat, mu ban tay va thin trén. S6 lwong 1én cac ton thwong nay cé thé hop lai nhwng ciing c6 thé
m¢ dan theo thoi gian khi ldo héa.

4. Do6i moi
Do6i moi dugc dic trung béi cAc mang hinh tron hoic hinh biu duc ting sic t6 dwoc phan chia ro rang
cling xuat hién & cac khu vuc tiép xic véi 4nh ndng mat troi. Chung cé thé xay ra & moi Itra tudi va

thwong gap & nhitng ngudi c6 loai da Fitzpatrick I-1II. Nhitng ton thwong ndy dwgc tim thiy & khoang
90% dan s da trang trén 60 tudi va ty 1& nay tang Ién khi tudi cang cao.

Vill. PHAN PO NAM

C6 nhiéu chi s6 va thang diém danh gia mrc d6 cia nam nhw MASI, mMASI, PGA nhwng trong dé chi sé
ving nadm va mirc dé nghiém trong (MASI) va diém MASI sira d6i (mMASI) la nhirng céng cu dwoc st
dung thwong xuyén nhat dé do lwong mirc dé nghiém trong cia bénh va dap &ng diéu tri trong cac thir
nghiém lam sang.

Chi s6 MASI dwoc tinh toan dwa trén dién tich ton thwong, do toi ciia ton thwong va dé6 dong nhit cia
mau sic. Dién tich bé mat trén tran, ma phai, ma trai va cam lan lwot chiém 30%, 30%, 30% va 10%. Hé
thong tinh diém 6 diém dwoc st dung dé€ dinh lwong ving sic t6 theo ty 1& phan trim viung sic t6 trén
mdi vi tri: 1 diém, <10%; 2 diém, 10%-29%; 3 diém, 30%-49%; 4 diém, 50%- 69%; 5 diém, 70%-89%;
va 6 diém, 90%-100%. P9 sdu mau (D) va d6 dong nhit (H) dwoc dinh lwong bang hé thong tinh diém
5 diém: 0 diém, khong c6; 1 diém, nhe; 2 diém, vira phai; 3 diém, nang; va 4 diém, rit nang. Diém MASI
dwoc tinh nhw sau: MASI=tran [0,3A (D + H)] + m4 phai [0,3A (D + H)] + ma trai [0,3A (D + H)] + cim
[0,1A ( D + H)]. Téng diém MASI dao dong tir 0 dén 48.

1= MASI score is calculated by dividing the face into four areas; and cach arca is
weighted such that the forchead (F), right malar arca (MR), and left malar arca
(ML) are 30% cach, and the chin (C) is 10%.
2. Amountofpigmentation involved by melasma in these four arcas (F, MR, ML, and
/‘“\__ e \ C)is graded as a numerical value:
B \ 0= no involvement
/ \ L] 1=less than 10% involvement
/ 30% \ ‘ = 2=10-29% ivaolvmt
\ 3 =30-49% involvement
\ [ = 4=50-69% involvement
,«-««xu,.‘._v“ f'.""“"" )" . - 5=70-89% involvement
P m 6=90-100% involvement
33 Severity of melasma is graded on two factors; darkness (D) of melasma compared
1o the normal skin and ity (H) of | i i scale from 0 to
| 30% /,' 4: The rating scale for both darkness and homogencity of melasma is:
| J o  0=absent
! O A
/ o 2=mild
\ / J o 3=marked

L ® 4= maximum
X 7 SN 1.  MASIscore s then obtained by adding the values of sum of scverity ratings.
V \/ 2. Thefinalformula for MASI Score = 0.3 (DF + HF) AF +0.3 (DMR + HMR)
\ 10% / AMR + 0.3 (DML + HML) AML + 0.1 (DC + HC) AC.
3. Thetotal MASI score is0 to 48.

biém MASI dwoc stra d6i da dwoc xac thuwe (mMASI), loai bo tinh dong nhit nhw mét thanh phan tinh
diém, da dwoc chirng minh la dang tin ciy nhw tinh diém MASI.
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1. Tong quan

bé toi wu hiéu qua diéu tri ndm trong twong lai, lam sang to co ché bénh sinh cia ndm 1a mot trong
nhitng diéu vé cung quan trong. Tiép xdc thoi gian dai véi tia cwe tim, sw thay ddi va kich thich cta ndi
tiét t6 va khuynh hwéng di truyén dong moét vai tro trong co ché bénh sinh cia ndm. Muc dich cda bai
viét nay 1a d€ tém tat cac yéu t6 chinh gép phan vao co ché bénh sinh tri nAm, bao gdém réi loan chirc
ning melanocyte, thodi hoa elastin do 4&nh ndng mit troi, réi loan chitc ndng té bao mast, cac thanh phan
noi tiét t6 va mach mau.

-
(-]

Melanocyte
o ®

Solar elastosis

Vascularization t

L. Sinh ly bénh
1. Sw Kich thich va réi loan chirc ning ciia melanocyte

Mot gia thuyét dwoc chip nhan rong rii vé co ché bénh sinh cia nam la ting melanin théng qua bic xa
tia cwc tim (UV). Btrc xa cla tia cwc tim din dén sy diéu hoa clia cac thu thé kich thich melanin (MSR)
chang han nhu thu thé melanocortin-1 (MC1R), trén melanocyte, dan dén ting lién két hormone va san
xudt melanin. Su ting sinh melanocyte va hinh thanh melanin c6 thé gian tié€p dwoc diéu hoa bdi cac
cytokine (interleukin-1 va endthelin-1), peptide ching han nhu hormone kich thich melanocyte alpha
(a-MSH) va hormone v6 thwong thin (ACTH) dwgc tong hop béi cic té bao sirng bi kich thich bai tia cuwc
tim. Nhitng peptide nay tao ra sw ting sinh melanocyte va tong hop melanin théng qua tyrosinase va
protein lién quan dén tyrosine (TRP).

Khi ti€p xtic v4i tia UV, alpha-MSH va ACTH sé kich hoat MCR-1, din dén lam tiang hoat dong ctia protein-
kinase (PKA) va cac yéu t6 phan trng cAMP phosphorylates (CREB). CREB sau d6 kich hoat yéu té phién
ma lién quan dén microphthalmia (MITF), day la yéu t6 cin thiét cho con dwong tong hop melanin. MITF
kiém soat sw bi€u hién cda tyrosinase, mot chit diéu hoa chinh cta qué trinh hinh thanh melanin. Tia
UV kich thich 1,2-diacylglycerol (DAG), chit truyén tin thi hai, ttr phospholipid cia melanocyte, kich
thich tyrosine va ting sw hinh thanh melanin. Gen rc ché khoi u, p53, diéu hoa ting cwong alpha-MSH
va ACTH trong té bao strng sau ton thwong béi tia UV, do d6 diéu chinh ting san xuit melanin. Thdm chi
khong c6 té bao sirng, qua trinh diéu hoa melanin c6 thé xay ra thong qua p53 ting phién ma hat nhan-
1 alpha ctia gan (HNF-1 alpha). Y&u t6 phién ma nay lam ting tyrosinase & ha lwu lam din dén tiang sw
san xudt melanin.

Cac melanocytes dwoc tim thiy & viung da bi ton thwong hoat déng manh hon vé mat sinh hoc so v&i
nhitng viing da binh thwong. Cac té bao c6 su gia ting vé sd lwong thé Golgi, mang lwdi ndi chat tho va
ty thé do su tang tao melanin & cdc melanocytes cia da bi anh hwdng bdi ndm. Sy tang sinh melanin da
dwoc xac nhan bdi nhirng phat hién vé sy diéu hoa sinh tdng hop melanin ctia cac gen lién quan va cac
marker melanocyte nhu tyrosinase, TYRP1, va MITF.
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2. Thoai héa s¢i elastin do anh sang va ldao héa da do anh sang

C6 nhiéu dac diém twong tw vé md hoc gitra nam va thoai hoa soi elastin do &nh sang, mét dau hiéu cia
130 h6a do 4nh sang. Sw trung l3p nay bao gom suw thay d6i mang ddy, tAn tao mach va s gia ting sd
lrong té bao mast.

Thoai héa soi elastin xay khi cé sw tich tu clia cac mé sgi elastin bat thuwong trong 16p bi ndng sau thoi
gian tiép xdc man tinh véi dnh sdng mit troi. Bi€u hién 1dm sang la 1an da kho, san sti véi nhiéu nép
nhan nhé. Ca 16p thwong bi va bi déu teo lai va ciu tao b&i nhiéu soi collagen ai toan.

Cac phat hién vé héa mé mién dich cho thay vat liéu dan héi bao gom cac loai soi elastin, fibronectin va
“protein vi s¢i”. C6 nhiéu nghién ctru da chi ra rang elastin & nhirng viing thoai hda soi elastin do 4nh
nang mit troi va mirc do lysozyme c6 lién quan véi cedong dod ton thwong do dnh ndng mit troi. Viée
tang san xudt cac soi elastin trong nguyén bao s¢i (cung véi cac yéu to tao mach) dwoc thwe hién béi
tryptase té€ bao mast sau khi chiéu tia UV va sau d6 lam pha vé& mang day va thoai héa matrix ngoai bao.

L&p bi mong di 1a két qua cua viéc gidm s lwong nguyén bao soi, gidm tong hop collagen va tang sw
thoai héa collagen do tia UV. T6n thwong mang lui elastin & 16p bi dan dén tiang thoai hda cac soi dan
hoi. Sw phan hlly cac s¢i ndy dan dén vat liéu dan hoi & 16p bi ban dau 1a soi dan hoi thd va cudi cuing 1a
su tich tu l1au dai ctia cac khéi dang nét bazo hodc vé dinh hinh & 16p bi trén.

o © | Keratinocyte i
* o ° ° » ©

3 L ]
®  Epidermal pigmentation

Solar elastosis

Vascularization t

Phansuk va cOng s nh4n manh mdi twong quan gitra thoai hda soi elastin do 4nh nidng mat trdi va ndm
sau khi tiép xdc v&i &nh ndng mit troi vdi t€ bao mast, va sw phan hay tiép theo clia chit nén va san
pham. C6 dit liéu quan trong cho thdy mirc do thoai hda s¢i elastin do 4nh ning mit troi cao hon trong
da bi ndm so v&i da quanh tén thwong (83% so véi 29%, p < 0,05). Hon nira, c6 nhitng nghién ctiru khiac
cho thiy bénh nhan ndm c6 nguy co mac bénh thoai hda soi elastin do 4nh ndng mat troi cao hon so véi
da khéng bi anh hwdng. Trong mét nghién cru ndm 2014, nhirng déi twong bi “viém” kich hoat cac ton
thwong nam (mi&c d6 viém cao hon marker CD68, CD117, khang nguyén chung bach cau & ton thwong
bi) bi chirng thoai héa elastin do 4nh ning mit tr&i nghiém trong hon so véi nhirng ngwoi trong “nhém
khong viém”.

Mot thuat ngilt méi, “nguyén bao soi gia” da dwoc gidi thiéu trong vai nam qua. Nguyén bao soi gia la
“nguyén bao s¢ildo héa” dwoc tao ra do tiép xic véi tia UV trong thoi gian dai va tiép tuc tao ra cac yéu
td té bao goc, cac cytokine tao melanin va cac yéu td matrix ngoai bao. Nhirng té€ bao nay dwgc tim thay
& 16p bi cta viing da bi t6n thwong do ndm va c6 lién quan dén sic té biéu bi. Do d4, gia thuyét méi néi
cho rang su lao héa clia nguyén bao s¢i déng mot vai trd quan trong trong qua trinh lao héa da bang
cach giai phong cac chemokine, cytokine va cac yéu td tai cdu tric ma tran nhw mot phin cua kiéu hinh
bai tiét lién quan dén tudi gia (SASP) va ngan chin s ting sinh té bao. Sw gia ting clia cic nguyén bao
soi 140 héa dan dén su gia ting cac cytokine gdy viém nhu interleukin, metallicoproteinase ma tran
(MMPs) va chemokine, din dén su thodi héa collagen, mat dé dan hoi va hinh thanh nép nhan.

3. Réi loan chirc nang té bao mast
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Té bao mast 1a té€ bao viém hoat hdéa cac phan rng di ¢ng. Ching lwu trir cac chit trung gian héa hoc nhw
histamine, interleukin va proteoglycan, dwoc gidi phdng khi bi kich hoat. Nhirng té bao nay déng vai tro
trong qua trinh ldo héa do 4nh sang va hinh thanh melanin thdng qua viéc giai phong cac chit trung gian
gay viém sau khi ti€p xic v&i bire xa UV. Khi histamine dwgc giai phong, n6 sé lién két véi cac thu thé
H2 trén melanocyte, diéu hoa cAMP, protein kinase A va thic diy qua trinh hinh thanh melanin.
Tryptase, cling dwoc gidi phdng tir t€ bao mast, bao gobm dang hoat déng clia enzyme pro-collagenase
(proMMP-3, proMMP-1). Nhitng phan rng nay lam suy gidm cac soi collagen va pha huy tinh dan hoi
cta da.

4. Anh hwéng cha hormone trong sinh ly bénh

Mot yéu td can nguyén trong co ché bénh sinh ctia ndm 12 noi tiét td estrogen. Ti1é mic ndm phd bién &
phu nit trong tudi sinh san, phu nit bit d4u dung thudc tranh thai dwong udng va phu nit mang thai. ¢
cac ton thwong ndm so v&i ving khong bi anh hwdng, cac nghién ctiru da cho thay s6 lwong thu thé
estrogen va progesterone twong trng & 1&p thwong bi va bi ting 1én. Su tong hop tyrosinase, TRP-1, TRP-
2 va MITF dwoc tao ra bdi sw gan két clia estrogen véi cac thu thé trén melanocyte va té bao strng va két
qua 1a téng hop melanin. Khi tiép xic véi estrogen, protein ving PDZ & than 1 (PDZK1) bi biéu hién qua
mitc, din dén ting biéu hién tyrosinase va chuyén melanosome sang té bao sirng.

Sw diéu hoa PDZK1 qua viéc trao déi ion giy ra bdi estrogen cé thé lam tang qua trinh tao melanin va
van chuyén melanosome trong nam. Viéc giy ting sic t6 trong ndm c6 tac dung hiép dong véi estrogen
va UVB; n6 khong chi do estrogen gay ra. Estrogen c6 thé gép phan lam ting sic t8 da thong qua vai tro
clia né trong viéc ting cwong tao mach dan dén bai tiét endthelin 1. Phan ¢ng clia mdi té bao vé&i
estrogen rat khac nhau, nhung né cé thé 1a nguyén nhan dan dén sy khac biét vé kha ning bi nam.

5. Thanh phin mach mau ciia nam

Trwdc diy, sw ting sinh melanin dwgc cho la yéu t6 duy nhat gép phin giy ra nAm nhwng gan day suw
gidn mach bat thwong va hinh thanh mach da dwgc phat hién la cé vai tro quan trong trong nam. Vé mat
1am sang, da bi ndm c6 thé dwoc phin biét véi da khong bi anh hwdng bdi sw hién dién cta ban do6 gidn
mao mach ré rét. Mot sé yéu té chinh da dwoc phat hién c6 vai tro trong qué trinh nay bao gobm NO,
VEGF, FGF va TGF. NO, m6t chit lam gidn mach manh, dwoc phat hién biéu hién qui mirc trong sinh
thiét viing da bi anh hwéng & diém néi ha bi-biéu bi va dwoc dwa ra gia thuyét gép phan giy ra nam
théng qua kich thich tyrosinase va ting cwedng mach mau. VEGF thic diy sw tang sinh va di chuyén té
bao ndi mé. Sy tiét ra VEGF, FGF-2 va TGF-B cta té bao mast giy ra hién twong ting sinh mach mau
trong nam; do do, lam ting kich thwéc, mat d6 va sw gidn né cia cac mach khi ki€ém tra mo hoc cua viung
da bi anh hwdng. VEGF ciing da dwoc bao cao la c¢6 biéu hién gia ting & té bao strng. Cac thu thé VEGF,
mot s6 trong dé c6 chirc nang va dwoc diéu hoa khi tiép xdc véi birc xa UV, dwoc bi€u hién & cac
menlanocyte binh thuwdmg & ngudi. VEGF ciling kich thich gidi phong axit arachidonic, sau d6 dan dén
kich hoat phospholipase A2. Phat hién nay cho thdy VEGF c6 thé dong moét vai tro trong chitc nang
melanocyte, dic biét bang cach ting cwong sdn xuit melanin thdng qua con dwdng axit arachidonic va
cac chit chuyén hoa tao thanh cua no.

Ngoai ra, m&i quan hé dang ké giita s6 lwong mach mau va sic té da dwoc bao cdo & ving da bi nam. ¢/
nhirng bénh nhan bi ban d6 gian mao mach néi bat, VEGF ciing c6 thé anh hudéng dén sic t6 do diéu hoa
tang bi€u hién thu thé kich hoat protease-2 (PAR-2), mdc du co ché chinh xac van chwa rd rang. Cac thu
thé VEGF hién dién trong cac té bao ndi mo, tao ra endothelin 1, giy ting tao melanin thdng qua qua
trinh phosphoryl héa MITF, ting nong dd tyrosinase va truyén tin hiéu paracrine melanocyte-
keratinocyte dan dén ting sic t§ va ham lwong melanin trong cac t6n thwong mach mau.

6. Ton thwong hang rao bao vé da
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Mot nghién cru cho thiy & nhirng bénh nhan bi ndm dwogc sinh thiét ving da bi anh hwdng, nhuém axit-
Schiff dinh ky cho thiy t6n thwong mang day & 95,5% mau. Ngoai ra, mot phat hién mo hoc dic trung
lién quan dén nam la nhitng bat thwong & mang day véi cac melanocyte lo lItrng lién quan.

Sw pha v&r mang day xay ra khi tiép xtic véi tia UVB bang cach ting ndong d6 MMP2 va MMP, lam suy
gidm collagen loai IV va VI. CAc melanocyte bi ton thwong sé giai phdng melanin & 16p bi, do d6 lam ting
sic td da. Cadherin, mot phan ti¥ bam dinh, dwgc diéu hoa trong da ndm. N6 déng vai trd 1am trung gian
cho su twong tac gitra nguyén bao soi va melanocyte dé thic diy qua trinh tao melanin va cling c6 thé
diéu chinh ting MMP-1 va MMP-2 din dén su thoai héa hon nita cia mang day. Sw thoai hda clia mang
day ciing dwoc thwe hién qua trung gian té bao mast, ching cé thé kich hoat cAc MMP phéan tach céac
protein matrix ngoai bao. Heparin sulfate ddng vai tro quan trong trong chitc nang mang day ¢ da bi lao
héa do 4nh sang vi n6 c6 kha ndng bi pha v béi heparinase. Chirc ning cia mang day bi suy giam dan
dén sw van chuyén bt thudng cac yéu t6 c6 ngudn goc tir 1op bi c6 thé giy ting sic td dai dang.

Mic du co ché bénh sinh ciia nAm phan 16n chwa dwoc biét ro, nhwng ching téi da nhan manh cac co
ché khac nhau lién quan dén ndm, bao géom réi loan chirc ndng melanocyte, thoai héa elastin do 4nh
nang mat troi, réi loan chirc ning té bao mast, &nh hwéng ndi tiét t6, bién d6i mach mau va tén thwong
mang day. Nghién ctru sdu hon vé co ché bénh sinh cia ndm cé thé gitp hwéng dan cac lwa chon diéu
tri c6 muc tiéu. Do tinh chat khé chira cia ndm nén viéc diéu tri chi yéu tip trung vao viéc ngin ngira
tinh trang x4u di cia cac tdn thwong hién tai.
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CACTHPSC LA MY BROGINONETRONG PIEU TRI NAM

. MO PAU
Hydorquinone va thudc két hop bo ba chira Hydroquinone, Tretinoin va Corticosteroid cho dén nay van
la mot trong nhirng thudc diéu tri ndm hiéu qua nhit. Str dung Hydroquinone kéo dai c6 lién quan dén
nguy co ung thw va bénh ochronosis ngoai sinh. Tuy nhién cac nghién ctru gan day chi ra rang viéc st
dung trong thoi gian tir 3 dén 6 thang cho hiéu qua diéu tri nam rat tot va hau nhw khong c6 cac tic dung
bat loi nao gap phai.

Bén canh d06, viéc két hop Hydroquione, Tretionin va Cortiscosteroid gitp phéi hop danh vao nhiéu co
ché& bénh sinh cia nAm nhuw rc ché tao sic t8, ngin chan qué trinh van chuyén melanin dén té bao sirng
cling nhw vai tro khang viém cuia Corticosteroid lam gidm nguy co kich (rng gitip thuéc dung nap tét hon.

Trong bai nay téi xin trinh bay vé co ché tac dung va hiéu qua ciia Hydroquinone trong thwc hanh lam
sang diéu tri nam ciing nhw cac thuéc két hop cua n6.

. HYDROQUINONE VA CAC DAN XUAT cUA NO
1. Hydroquinone

Hydroquinone (1,4 dihydroxybenzen), mot hop chat hydroxyphenolic, diéu tri nAm nho e ché sw
chuyén d6i DOPA thanh melanin bang cach ttc ché hoat dong cla tyrosinase twong tac véi dong & dau
hoat dong ctia enzyme. N6 ciing dwoc cho 1a lam thay d6i sy hinh thanh melanosome, tang suw thoai hoa
cda ching, pha hiy cac té bao melanocytes va trc ché tong hop DNA va RNA.

OH

HO

N6 duoc st dung tai chd dwdi dang kem hodc dung dich nén cén véi nong do tir 2% dén 5% va da dwoc
chirng minh 12 c6 hiéu qua ngay ca khi dung don tri liéu. Sic t8 gidm rd rét theo cach phu thudc vao liéu
lwgng sau 5-7 tuan diéu tri va can phai tiép tuc it nhit trong 3 thang dén mot nam. Hydroquinone 4%
da gitp loai bé hoan toan hodc mét phian ndm & 95% bénh nhan so véi 67% bénh nhin ¢ nhém gia dwoc
sau 12 tudn ma khong c6 tic dung phu dang Kké.

Mic du axit azelaic 20% dap &ng hiéu qua hon hydroquinone 2% dan dén cai thién téng thé xuit sic
hodc tét (73,8% so v&i 19,4%), hydroquinone 4% c6 hiéu qua twong dwong axit azelaic 20% trong 24
tuin ma khéng gy ngira va rat sau dé. N6 c6 hiéu qua twong dwong véi liéu phap don tri liéu & nong do
4% va két hop véi peel da bang axit glycolic (20%-30%), dAn dén sw cai thién dang ké trong mot nghién
ctru vé khu6n mat chia d6i bao gom 21 phu nit géc Tay Ban Nha. Hydroquinone 4% cho thiy sw cai thién
77% trong khodng thdi gian 3 thang khi so sdnh véi mire cai thién 67% cua kem lam trang da c6 chira
chiét xuat uva ursi, Aspergillus 1én men, chiét xuit gao va chiét xuat bwdi. Ngira la tdc dung phu chi yéu
ctia hydroquinone. St dung hydroquinone 4% hai 1an méi ngay vwot troi hon so véi gia dwoc va cai
thién tinh trang ndm & 38% va 77% bénh nhan so v&i 10% va 67% bénh nhan & nhém dung gia dwoc
trong hai nghién ctru riéng biét. R6 rang, néong do 4% dac biét hiru ich khi dwoc st dung dwéi dang don
tri liéu. Tuy nhién, gin 25% bénh nhan c6 thé bi kich &rng phu thudc vao liéu lwong va thoi gian do phan
rng viém thoang qua vé&i ndng dd cao hon, dic biét1a trong 2 tuan dau diéu tri tai ché.

Ngira nhe, cdm gidc nong rat, ban do, viém da tiép xtc di ng va kich rng, gidm sic td thoang qua, d6i
mau méng va tang sic td sau viém dwoc bio cdo thuwdng xuyén hon véi cong thirc 4% hon 2%. Viéc st
dung kéo dai va ndng dd cao hon ciing c6 lién quan dén chirng ochronosis ngoai sinh, mot sic td den
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xam xanh kho diéu tri trén cic viung dugc diéu tri bang hydroquinone truwéc dé. Tuy nhién, nhitng tac
dung phu nay ciing c6 thé lién quan dén cac chat khac dwgc thém vao cong thirc hydroquinone. Mot moi
quan tAm khac 1a xu hwéng oxy héa nhanh din dén cong thirc khong 6n dinh, d6i mau, gidm hiéu qua va
mét sdc td thuwc t€ do hydroxybenzoquinone va p-benzoquinone, sdn phdm phu clia qua trinh oxy hda.
Nguy co nhiém doc tly xwong, phét trién u tuyén than hodc tdc dung giy ung thuw cla liéu phap
hydroquinone tai chd & ngudi dwoc coi 1a khong dang ké vi né dao thai cac chat chuyén héa & gan. Ciing
khong c6 nguy co dang ké vé tir vong sém hodc bénh 4c tinh & nhirng cong nhan tiép xic véi hop chat
nay trong qua trinh sdn xuit cong nghiép so v&i dan sé binh thwdng. Tuy nhién, viéc st dung né trong
m§ phidm khong ké don & cac thi truong My, Uc, Chau Au, Nhat Ban va An D6 1a khong dwoc phép trong
khi Ba Lan va qudc gia Tdy Phi Ghana da cAm hoan toan.

2. Mequinol

Mequinol (4-hydroxyanisole, monomethyl ether ctia hydroquinone), din xuit ctia hydroquinone cé co
ché tac dung twong tw dwoc dung & néng do 2% két hop véi tretinoin (0,01%) dé diéu tri nam. N6 cé
hiéu qua vuot trdi so véi hydroquinone 3% va dung nap tét trong mot nghién ctru ngau nhién, nhém
song song, mu doi trén 216 bénh nhan c6 vét thAm ndm/tén thwong ting sic t0. Keeling va cong s da
dat duoc sy cai thién vira phadi & mot bénh nhan va khéi hin hoan toan khi két hgp & bén nam gidi bi
nam sau 12 tuén véi hiéu qua kéo dai dén 16 tudn. Sw két hop nay thwdng an toan va dung nap tét nhung
gay ban dé nhe, kich (tng/néng rat, chAm chich/ngtra ran, bong vay, ngira va giam sic td trong mot
nghién ctru nhan mé khéc sir dung mequinol/tretinoin hai IAn méi ngay va kem chdng ning c6 SPF 225
trong 24 tuan dé diéu tri vét thAm do ndng va cac tdn thwong tang sic td lién quan.

OH

OCH,4

Vé mat thwc nghiém, mequinol c6 hiéu qua trong diéu tri ndm va it giy kich &rng hon hydroquinone va
it tic dung phu hon so véi monobenzyl ether cia hydroquinone. Mac du dwoc cap phép st dung don tri
liéu & Chau Au va Brazil hoic két hop véi tretinoin & Hoa Ky va Canada, nhwng hydroquinone chtt khong
phai mequinol vAn dwoc wa chudng 1a liéu phép diéu tri nAm hang dau trén toan thé gi¢i. Mot s6 nghién
ctru 1am sang c6 kiém soat 1ém vé mequinol trong viéc ki€m soat ndm cé 1é sé giai quyét dwoc cac van dé
lién quan dén hiéu qua va do an toan ctia né dé dwoc chip nhin rong rai hon.

1. Kem két ho'p b ba

Suw két hop ba loai hydroquinone véi retinoid va corticosteroid van 1a phwong phap dwoc nghién ctru
nhiéu nhit dé diéu tri nAm vi kha nidng dung nap va hiéu qua dwoc cai thién. Sw két hop ba thudc ban
dau dwoc phat trién bai Kligman-Willis vao nam 1975 bao gobm hydroquinone 5%, tretinoin 0,1% va
dexamethasone 0,1%. Nhin chung, ngudi ta lwu y rang hydroquinone 10% hiéu qua hon nhung gay kich
rng cao, tretinoin 0,2% gay kich tng nhung khong hiéu qua hon trong khi tretinoin 0,05% it gay kich
trng hon nhwng mét nhiéu thoi gian méi c6 hiéu qua va dexamethasone c6 thé tang 1én 0,2% dé tang
cwong hoat dong ma khong c6 sw khac biét ddng ké vé kha nang gay kich ng.

Mot sO phién ban diéu chinh cac corticosteroid khac nhau (hydrocortisone 0,1%, mometasone 0,1%,
fluticasone 0,1%, betamethasone valerate, flucinolone acetonide 0,01%) da dwoc st dung ké tir dé.
Corticosteroid cé fluoride dworng nhw hiéu qua hon steroid khéng chira fluoride. Cong thirc gom
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hydroquinone 4%, tretinoin 0,05% va flucinolone acetonide 0,01% (HTF, Triluma®) van la sw két hop
ba loai duy nhit dwgc FDA Hoa Ky phé chuidn dé diéu tri nam.

Cac nghién ctru trén nhiéu chiung tdc da ghi nhin hiéu qua vwot troi ctia n6é ngay ca doi véi tinh trang
nam tlr trung binh dén ning va cai thién chit lwong cudc sdng so véi liéu phap don tri liéu bang
hydroquinone hodc céac liéu phap két hgp khac. Sy két hgp ba loai nay cé hiéu qua hon so véi
hydroquinone 4% don thuan tir 4 tudn tré di trong mot nghién ctru so sanh & 120 bénh nhan Brazil bi
nam tir trung binh dén n3ng. Sw cai thién sic t6 hoan toan & 35% va >75% xay ra & 73% sau 8 tuan so
vGi 5% va 49% bénh nhin & nhém chi diing hydroquinone ma khong c6 sy khac biét dang ké vé tac
dung phu & ca hai nhém. Chan va cong sv cling chirng minh hiéu qua vwot troi cia sy két hop ba thuoc
HTF so v&i chi dung kem hydroquinone 4% trong mot nghién ctru ngau nhién da trung tim trén 206
bénh nhan Pong Nam A. Gan 70% trong s6 125 bénh nhan bi ndm tir trung binh dén ning dat dwoc d6
sach hoan toan & nhém két hop ba loai so v&i 44% trong s6 129 bénh nhian & nhém hydroquinone.
Nhitng quan sat twong tw vé hiéu qua va do an toan ctia né da dwoc thwe hién trén 1290 bénh nhan My
Latinh (bao gbm 23% nguwoi goc Tay Ban Nha) trong mot nghién ctru dwa vao cong déng giai doan IV
(thr nghiém PIGMENT). P4 quan sat thdy mic dd ndm giam dang ké vé mat thong ké va gan 49% bénh
nhan da cai thién tir mc d6 trung binh hodc nang (99%) & lan kham dau tién dén khong con ndm hoac
nam nhe sau 8 tuan. Cac tac dung phu & mirc dd nhe & 68%, trung binh & 25% va chi nghiém trong &
6,9%.

Diéu tri tudn tw bang kem két hop ba loai va IPL c6 hiéu qua hon so véi diéu tri tudn tw bang kem khong
hoat tinh (déi chirng) va IPL trong mét nghién ctru chia d6i khuén mat kéo dai 10 tudn ctia Goldman va
cong su. Ho da diéu tri cho 56 bénh nhan bi ndm tir trung binh dén ning bang kem két hop ba loai & mot
bén mit va kem kiém soat khong hoat dong & bén con lai. Bénh nhan ciling dwoc diéu tri bang IPL 2 tuan
va 6 tuan sau khi tam dirng diéu tri tai chd mot ngdy trwéc khi diéu tri bing IPL. Mrc d6 ndm it hon
dang ké khi st dung kem két hop ba loai va IPL so v&i kem déi chirng va IPL vao luc 6 tuin va két thic
thoi gian nghién ctru 10 tuln.

Liéu phap két hop ba thudc cling da dwoc chirng minh c6 tac dung cai thién chit lwong cudc séng & bénh
nhan bi nam. Sy gidm dang ké vé mat thong ké vé diém MASI va MelasQoL dwoc quan sat thiy sau 4 va
8 tuan diéu tri bang sw két hop ba thudc HTF & 135 trong s6 300 bénh nhan (tudi trung binh 42 tudi) c6
kiéu da tir I dén V trong mot nghién cru da trung tim & Brazil. Twong tw, sw két hop bd ba HTF vuot
troi hon trong viéc cai thién chit lwong cudc séng trong thir nghiém lam sang so sanh vé hiéu qua va do
an toan ciling nhw tac dung déi véi MelasQoL khi so sdnh v&i hydroquinone 4% va tretinoin 0,05% trong
cac nghién ctru vé bénh nhan ndm tir Chdu My Latinh, Mexico va phu nit géc Tdy Ban Nha v&i mot loat
cac loai da Fitzpatrick tir I dén VI

Liéu phap két hop ba loai néi chung 1a phwong phap diéu tri ndm tai cho tdt nhit trong mot téng quan
gan day cia Cochrane. Hiéu qua ctia n6 dwoc cho 1a do tadc dung hiép dong cla tirng thanh phéan riéng lé
va thoi gian st dung hai IAn moéi ngay dé phat huy tac dung c6 loi 1a khodng ba tuan. Tretinoin ngin chin
qua trinh oxy héa hydroquinone va cai thién sy tham nhap thwong bi ctia cac tac nhan khac trong khi
corticosteroid tai chd 1am gidm chuyén héa té bao, trc ché téng hgp melanin va gidm kich (ng tir hai
thanh phén con lai. Tuy nhién, cac tdc dung phu nhw ban do6, ndng rat, ngira va kich tng, kho va bong
vay khong phai 1a hiém gap va cac tac dung phu & da do corticosteroid khac cé thé xay ra do sir dung
kéo dai ma khong dwoc gidm sat. Mot van dé khac 1a ting sic t6 sau viém do phan (ng kich rng duoc
ghi nhan & mot s8 it bénh nhan c6 1an da sAm mau hon. Viéc béi it thwong xuyén hon cé thé cai thién
tinh trang kich &ng & nhitng bénh nhan nay.

2. Kem két hop chira 2 thanh phan

Phwong phép diéu tri két hop kép dwoc thit nghiém déi véi ndm bao gom hydroquinone cong véi axit
retinoic hoac hydroquinone (4%) cong voi axit glycolic (5-10%) véi sw cai thién vira phai va tac dung
kich rng nhin chung cé thé chip nhin dwoc. Sw két hop ctia hydroquinone 4%, axit glycolic 10%, chit
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chdng oxy héa va kem chdng nang cho thiy gidm sic t6 nam sau 12 tuin diéu tri, hiéu qua ro rét hon so
v6i chi dung chit chéng oxy héa/kem chdng nang trong mot nghién ctru so sanh. Su két hop gitta
hydroquinone va axit kojic hodc axit glycolic da chirng minh sy gidm dang ké mirc 46 ndm trong mot
nghién ctru trén 39 bénh nhan. Tuy nhién, viéc b6 sung peel da bang axit glycolic khong cai thién hiéu
qua cua phac do6 twong ty gom hydroquinone 4% va axit glycolic 10% trong 7 thang trong mot nghién
ctru & Brazil.
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CAc TRUPS KHORGHYBROAVINOBETRONG DIEU TRI NAM

. MO PAU
Hydorquinone va cac thuéc két hop chira hydroquinone cho dén nay van 1a mot trong nhitng thudc diéu
tri nAm hiéu qua nhit. Tai M§ va An D¢, day 12 nhitng thudc d4u tay (first-line) trong diéu tri ndm véi
tinh an toan cao va khong kéo dai qua 3-6 thang. Nong d6 Hydroquinone 2% dwoc xem la thanh phin
dwgc my pham va khéng can c6 sw ké don cua bac si, nong d6 Hydroquinone 4% dwoc xem la thudc va
can co6 sw ké don cling nhw theo dai ctia cac bac si.

Tuy nhién tai chau Au va Viét Nam thi hydroquinone da bi cdm st dung vé&i bat ki nong do nao do c6
nhiéu tac dung phu va c6 kha niang gy ung thw du cac két qua nghién ctru van con tranh cai.

Do d6 cac thudc diéu tri nam khéng chivra hydroquinone da phat trién manh mé va xem xét nhw mot liéu
phap thay thé hydroquinone. Trong dé phai ké dén nhu retinoid, axit azelaic, axit kojic,... va cac thudc
m&i ndi nhw tranexamic axit, cysteamine,... Cic thudc ndy véi dic tinh danh vao co ché sinh ctia nam,
kha niang dung nap t6t nhung van khong 1am t6n thwong cac melanocyte va khong gay doc co thé da tré
thanh nhirng lwa chon dau cho cac bac si tai Viét Nam.

Trong bai viét nay, toi xin gi¢i thiéu cac thudc diéu tri nAm khong chira hydroquinone cling nhw liéu
lwong va cac két qua nghién clru méi nhat.

1. CAC THUOC KHONG CHUA HYDROQUINONE
1. Corticosteroids

Corticosteroid tai chd hiém khi dwoc st dung don thuan dé diéu tri nAm do c6 nhiéu tac dung phu trén
da nhuw teo da, ram 16ng mat, phat ban dang mun trirng c4, gidn mach, trirng ca do va viém da quanh
miéng. Hon nira, tAc dung c6 loi trong thoi gian ngan khién viéc diéu tri lap di Lip lai va kéo dai ma khong
c6 su theo doi ctia bac si giy ra tinh trang teo da ré rét va cac thay doi bat loi khac.

Co ché lam sang da clia corticosteroid van chuwa duoc hiéu ré va thudng dwoc cho 1a do chéng chuyén
héa truec tiép 1én qua trinh tong hgp melanin, thay ddi chirc nang melanocyte ma khong giy doc cho
melanocyte va/hodc rc ché tdng hop cac chit trung gian gy viém nhw leukotriene va prostaglandin.

Don tri liéu corticosteroid manh hodc siéu manh tai chd cho thiy hiéu qua diéu tri t6t. Corticosteroid
nhu hydrocortisone, dexamethasone, mometasone furoate, fluocinolone acetonide va fluticasone dwoc
wu tién st dung trong liéu phéap diéu tri nam két hop (b ba).

St dung tai chd fluticasone (0,05%) mdt 1an mdi ngay c6 hiéu qua twong dwong véi betamethasone
(0,12%) hai 1an m6i ngay hodc mometasone furoate ma khéng tc ché truc ha doi-tuyén yén-tuyén
thwong thin va it giy teo da hon so véi mometasone furoate va fluocinolone acetonide trong sw két hop
bo ba. Corticosteroid tai chd nhu don tri liéu cho nam thwong khéng duoc wa chudng vi kha niang gay
teo da va cac tac dung phu khac, mac du fluticasone it gay teo da hon cac loai khac. Tuy nhién, ching c6
loi khi str dung than trong dé giam kich (ng tir cac tidc nhin boi ngoai da khac hoac khi nghi ngo bi viém
da ting sic t6 do my pham.

2. Tretinoin

Tretinoin (0,05%-0,1%) van la mot loai retinoid phé bién dwoc str dung hiéu qua dé diéu tri nAm ngay
ca khi dung don tri liéu nhwng can it nhat 24 tuin dé thay cai thién 1dm sang ré rét. N6 trc ché su phién
ma tyrosinase va cac protein lién quan 1 va 2 (TRP-1 va TRP-2) dé 1am giam mic do tyrosinase va TRP-
1 sau phién mi va lam gian doan qua trinh t6ng hop melanin sau khi ti€p xtc véi tia UVB. Ngoai ra, né
cling 1am gidm su van chuyén melanosome bang cach ddy nhanh qua trinh luan chuyén va bong tréc té
bao strng. Khi dwoc stt dung két hop, néd gitp cai thién sy thidm nhép cla cic hoat chit khac nhw
hydroquinone va do6i khang tac dung giy teo da cta corticosteroid.
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Tretinoin boi tai chd giup cai thién 68% trong 38 bénh nhan véi thoi gian diéu tri 40 tuan. Tuy nhién,
88% bénh nhan bi bong, ngira, ban d6 va bong vay khi diéu tri lién tuc. Mt na peel tretinoin (10%) c6
hiéu qua trong mot nghién ctru trén 20 phu nit c6 loai da Fitzpatrick loai II-VI va tretinoin 1% peel c6
hiéu qua twong dwong véi 70% axit glycolic. Adapalene, isotretinoin va tazarotene tai chd 1a nhirng
retinoid khac dwoc st dung trong tri nam. Adapalene dwoc dung nap tot va cé hiéu qua twong dwong
cac retinoid trong diéu tri nadm l4u dai. Retinol it giy kich rng hon nhung hiéu qua so sanh ctia n6 thap
hon tretinoin hoac tazarotene.

3. Kojic acid

Axit Kojic (5-hydroxy-2-hydrxymethyl-4-pyrne), mot chit chuyén héa ctia Aspergillus orzae va mot sé
loai Acetobacter va Penicillium, rc ché tyrosinase tw do bang cach chelat dong tai vi tri hoat dong cua
enzyme va c6 tdc dung chdng oxy héa. N6 c6 sdn & ndng dd 1-4% va c6 hiéu qua gan nhw twong dwong
v&i cac liéu phap khac. Viéc b6 sung hydroquinone 2% hodc axit glycolic (5%-10%) c6 tac dung ting
cwong hiéu qua cta axit Kojic.

Mot s nghién ctru chi ra rang s két hop clia kem axit kojic 1% v&i hydroquinone 2% cé hiéu qua vuot
troi hon so véi kem axit kojic 1% st dung don 1é hodc két hop véi betamethasone valerate 0,1% hoac
axit kojic két vdi axit glycolic 5%, hodc két hop gitta betamethasone valerate 0,1% va hydroquinone 2%.

Suw két hop ba thanh phan gitra axit kojic 2%, axit glycolic 10% va hydroquinone 2% c6 hiéu qua tri nam
cao hon so v&i su két hop twong tw khéng cé axit kojic trong mét nghién ciru chia niva mat.

Sw két hop gitra axit kojic 2% va axit glycolic 5% c6 hiéu qua twong dwong véi hydroquinone 2% va axit
glycolic 5% trong mot nghién ctru chia nita mat.

Axit kojic 1a mot lwa chon hitu ich & nhitng bénh nhan dap rng kém vé&i hydroquinone va axit glycolic
hodc nhirng nguwoi khong dung nap véi cac liéu phap dau tay khac. Tuy nhién, axit Kojic c6 nguon géc tir
nam, do d6 c6 kha nang gy kich (rng va nhay cam khi tiép xdc va dwoc biét 1a gy ra chirng viém da tiép
xuc sic td nghich dao.

4. Azelaic acid

Axit Azelaic, mét loai axit dicarboxylic, dwoc san xuat béi Pityrosporum sp., 1a nguyén nhin lam giam
sdc t6 & bénh lang ben. N6 ¢6 tadc dung chdng tiang sinh va gy doc té bao chon loc trén cadc melanocyte
tang hoat bat thuwdmg bang cach rc ché cic enzyme tyrosinase va enzym ty thé oxyoreductase vdi tac
dung t&i thi€u trén 1an da c6 sic t6 binh thwong.

Axit Azelaic (15%-20%) c6 hiéu qua trong diéu tri nAm va ting sic t6 sau viém khi dung don tri liéu va
6 hiéu qua twong dwong véi hydroquinone 4% nhwng viot troi hon hydroquinone 2%. Ngoai ra sy két
hop ctia né véi tretinoin 0,05% va axit glycolic 15%-20% cho thay tac dung hiép dong.

Suw két hop gitra axit azelaic 20% va axit glycolic 15%-20% c6 hiéu qua twong dwong véi hydroquinone
4% trong diéu tri ndm tlr trung binh dén ndng va cic chirng tang sic t6 da mit khac & bénh nhan da
mau.
Azelaic axit la mot lwa chon an toan & nhitng bénh nhan khong dung nap hydroquinone. Tuy nhién, ngira
va rat nhe va thoang qua c6 thé xay ra trong khi phat ban dang mun trirng ca va gian mao mach, rim
16ng, bach bién va hen suyén 1a nhitng trudmg hop cuc ky hiém gip.

5. Arbutin
Arbutin, mot dan xuit d-glucopyranoside cia hydroquinone, c6 ngudn goc tir 14 cay dau giu dwoc sir
dung rong rai do c6 tac dung lam sang da va gidm sic t6. N6 thiy phan thanh hydroquinone trong méi
treong thi nghiém va e ché canh tranh hoat dong cia enzyme tyrosinase va 5,6-dihydroxyindole-2-
carboxylic acid polymerase trong mdi trweong thi nghiém theo cach phu thudc vao liéu lwong.
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Deoxyarbutin va a-arbutin, cdc din xuat téng hop cta arbutin, 6n dinh hon va cho hiéu qua t6t hon so
véi tw nhién. Tac dung rc ché cia arbutin déi véi hoat dong tyrosinase twong dwong véi hydroquinone
va deoxyarbutin trong mot nghién ctru méi truedong thi nghiém nhwng kém hiéu qua hon axit kojic.

Tuy nhién, deoxyarbutin ciing cé tic dung rc ché suw tredng thanh cia melanosome va it ddc hon trong
ong nghiém doi véi melanocyte so véi hydroquinone. Ngwai ta da quan sat thiy sw lam sang da va cai
thién dang ké cac vét nAm do ning sau khi diéu tri bang deoxyarbutin tai chd trong 12 tuan & nhitng
bénh nhan c6 tdng mau da sang hoic tdi. Tuy nhién, van con thiéu cac nghién ctru 1am sang tét vé hiéu
qua va do an toan ciia n6 & bénh nhan bi nam.

6. Tranexamic acid

Hiéu qua cda axit Tranexamic (TA) (Trans-4-Aminomethylcyclohe xanecarboxylic acid) trong diéu tri
nam da nhan dwoc sy quan tim clia gi¢i khoa hoc trong nhitng nim gan day. Dan xuit téng hop cla axit
amin lysine nay la chit &rc ché plasmin va chat chdng tiéu soi huyét dwoc str dung chi yéu dé ngan ngtra
va diéu tri mat mau trong rdi loan kinh nguyét va cac phau thuit c6 nguy co mat mau cao nhw md6 tim,
gan, mach mau va chin thwong chinh hinh.

N6 phat huy tac dung bang cach ngin chin c6 thé ddo nguwoc cac vi tri lién két lysine trén cac phan tir
plasminogen, do d6 tc ché chit kich hoat plasminogen chuyén plasminogen thanh plasmin. N6 khéng
c6 tac dung déi voi cac thong s6 dong mau & liéu chong tiéu sgi huyét dwegc khuyén nghi la 0,5-1,5¢g
dung ba lan méi ngay hoic 1én t&i 2,0-4,5 g/ngay. Né duoc tiém tinh mach véi liéu 10 mg/kg ngay trudc
khi phau thuat hodc véi liéu 6-8 gidr mot ngay trude khi phiu thuat. Nong do dinh trong huyét twong
dat dwoc trong vong 3 gior sau khi udng va sy hap thu caa thudc khéng bi can tré bdi thirc an. Khoang
3% thudc lién két yéu véi protein huyét twong, plasminogen. Gan 45% liéu dung dwoc tim thay trong
nwéc ti€u trong 3 gior ddu va 90% thuéc tiém tinh mach dwoc thai trir chi yéu trong mét ngay. Thudc c6
thé qua hang rao mau nio va nhau thai nhwng bai tiét vao sira me rat it.

a) Tranexamic acid trong diéu nam

Sadako tinh c& quan sat thiy d6 ning cia ndm giam dang ké sau 2-3 tuan diéu tri TA & mdt bénh nhan
dang diéu tri may day. N6 da dwoc bao cao la c6 hiéu qua khi st dung mét minh hodc két hop véi cac
phuwong thitrc khac dé diéu tri nam tai chd (cong thitc liposome), tiém vi diém, dwdmng uéng hoic tiém
tinh mach véi hiéu qua twong dwong. M3c du TA tiém tinh mach da dwgc tng hd d€ “lam tring da” & Dai
Loan tir nim 2007, nhwng liéu tiém tinh mach dwoc khuyén nghi thong thuomg (500 mg mdi 2-4 tuin
dung truc tiép hodc truyén nwéc mudi thong thudong) c6 kha ndng ruii ro va dwoc coi la qua thip dé c6
tac dung lam trang da. Hon nita, khong ¢ nghién citru 1Am sang nao chirng minh viéc st dung do.

b) Tranexamic axit dang thoa trong diéu nam

TA 2% hodc 5% dung tai chd trong cong thic liposome da dwoc chirng minh 1 ¢6 hiéu qua 1am sang
dwoc quan sat thiy sau 2-3 thang. Mdc du khong c6 sw khac biét dang ké gitra TA 5% so v&i gid dwoc
trong mot nghién cttru chia doi nita mat ngiu nhién c6 d6i ching kéo dai 12 tuin, tuy nhién axit
tranexamic 3% tai chd c6 hiéu qua twong dwong véi kem két hop hydroquinone 3% va dexamethasone
0,01% tai cho trong mot thir nghiém twong tw khac. N6 cling c6 hiéu qua nhu nhii twong tai chd trong
diéu tri nAm va tan nhang trong 5-18 tuan.

c) Tranexamic axit tiém trong ton thwong trong diéu naim

TA khong c6 s&n trén thi trudmg dé tiém ndm nhwng dwoc diéu ché dwdi dang dung dich 4 mg/ml tir
dung dich tiém thwong mai 100 mg/ml dé diéu tri. Phwong phap diéu tri bao gdbm microneedling va
mesotherapy cho cd hai gi¢i. Lee va cdng sw da bao cdo diém MASI giam dang ké trong 8-12 tuin so véi
ban d4u & 100 bénh nhan bi n4m nhwng ban dé va dau tai chd tiém 1a nhitng yéu t8 han ché chinh.
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Mic du két qua khong c6 y nghia thong ké, nhwng sw cai thién vé diém MASI ban dau t6t hon khi sit dung
thudc bang phwong phap lan kim so v&i tiém vi diém (44,4% so vdi 35,7%) trong mot nghién ctiru so
sanh bao gom hai nhém, mdi nhém 30 bénh nhan. Tuy nhién, TA bang phwong phap tiém vi diém vwot
troi hon TA tai chd trong mot nghién ctru nhé so sdnh hai dwong dung. Twong tw, hiéu qua téng thé véi
viéc gidm diém MASI twong dwong da dwgc ghi nhin & nhirng bénh nhin dung TA tiém vi diém hoac
dwong uéng trong mot nghién cliru gan day.

Nhitng két qua nay cho thiy hiéu qua cia TA c6 1€ khéng phu thudc vao dwong dung cia né. Tuy nhién,
tiém trwec tiép vao vung bi anh hwdng it xdm 14n nhit, mang lai wu diém 1a cung cip da lwgng thudc truc
tiép vao vung da bi anh hwdng va cho phép st dung liéu thip hon liéu uéng. Tuy nhién, cadm giadc dau va
kho chiu trong qua trinh tiém va thoi gian phuc hoi tir 2-3 ngay la nhirng han ché thwce sw. Viéc str dung
TA bang dién di ¢6 wu diém 1a khong gay dau dén va khé chiu nhung can dugc danh gia 1am sang thém.

d) Tranexamic axit uéng

TA dwong uéng véi lidu lwong khac nhau tir 500 mg/ngay dén 2,25 g/ngay trong tdi da 6 thang str dung
don doc hodc nhw chat b6 tro véi hiéu qua gan nhw twong dwong. Hajime va cong sw trong mot nghién
ctru cho thay 33 trong s 40 bénh nhin & d6 tudi 24-60 da gidam mirc d6 ndm véi 1-1,5 g TA dwdong uéng
hang ngay trong 10 tuan.

Zhu va cong su so sanh udng 250 mg TA, vitamin C (0,2 g) va vitamin E (0,02 g), tit ca déu dwoc dung
ba 1an méi ngay dé diéu tri cho 128 bénh nhan bi ndm va chi uéng vitamin C va E trong 30 d6i chirng
trong thoi gian 6-8 tudn. Ho quan sat thiy tinh trang ndm giam dang ké & nhém diéu tri. Liu va cong sw
da thu dwoc két qua twong tw trong mot nghién cru bao gobm 176 bénh nhan va 70 doéi chirng. Nhém
diéu tri nhan TA 250mg dwong uéng ba lan mdi ngay va vitamin C (0,3 g/ngay) va vitamin E (0,1 g/ngay)
trong nhém doi chirng trong 2 thang cho thdy khoang 24% bénh nhén cho cai thién 90% va 40% bénh
nhan cé sy cai thién 60% so véi nhom chirng. 33% trong s6 256 bénh nhan bi ndm cia Wu va cong sw
cho thiy sv cai thién trong thang dau tién khi dung TA 250 mg dwong udng hai lan moi ngdy va cai thién
thém 33% sau thang thi hai.

Gan 77% & nhém TA (udng 750 mg ba 1an mdi ngay) cho thiy sw cai thién so v&i 27% & nhom dung gia
dwgc trong mot thir nghiém déi chirng gia dwoc kéo dai 8 tuin khac ma khong c6 tac dung phu dang ké
ngoai trir cam giac khé chiu & nguc thoang qua trong mot trweong hop. Cac két qua tir dap ng tét dén
rat tot cling twong dwong véi liéu phap TA 250 mg udng hai IAn médi ngay (& 80% bénh nhan) so véi liéu
phép phoi hgp ba thudc (hydroquinone, fluocinolone acetonide va tretinoin) (& 70% bénh nhan) sau 16
tuan trong mot nghién ctru so sanh khac. . TA 500 mg hai IAn mdi ngay cho thiy diém MASI trung binh
s&m giam dang ké & tuin thir 8 tré di so véi litu 250 mg dung mot IAn moi ngay véi dd an toan va hiéu
qua diéu tri twvong dwong & tuan thir 16 trong mot nghién ctru cat ngang mé gan day. Tuy nhién, TA
500 mg hai IAn m6i ngay cho thiy dap ¢nglam sang sé¢'m va hiéu qua tdng thé tt hon ca trong phan tich
theo phac d6 va phén tich theo y dinh diéu tri.

e) Diéu tri bd tro véi tranexamic acid

TA ciling ting cwong tdc dung cia hydroquinone va liéu phap laser khi dwoc st dung lam chit bé tro.
Karan va cdng sw da str dung TA dwong udng (250 mg hai 1an mdi ngay) v&i cac bién phap boi ngoai da
(hydroquinone va kem chdng nang) trong 3 thang va so sdnh két qua véi cac bién phap boi ngoai da don
thuan. Piém MASI trung binh gidm dang ké vé mit théng ké dwgc quan sat thiy tir lic ban dau & tuin
th 8 va 12 khi b6 sung TA dwong udng. Cho va cong sw da str dung TA dwong uéng (500mg/ngay) nhw
mot liéu phap bd tro véi xung dnh sdng cwdrng do cao cia laser Nd:YAG d€ diéu tri nAm & 24 bénh nhan
va quan sat thay diém MASI gidm dang ké vé mat thong ké so véi két qua & 27 bénh nhan chi dwoc diéu
tri bang laser. Ho cling nhan th4y né hitu ich trong viéc diéu tri dw phong ting sic td sau viém sau khi
diéu tri bang IPL trong diéu tri nam.

f) Co ché cua tranexamic trong diéu tri nam
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Co ché hoat dong chinh x4c clia TA dwdng udng hodc boi tai chd trong viéc gidm nam hién van con la
phéng doan. Mot s6 nghién ctru da chirng minh rang sw rc ché hé théng plasminogen/plasmin déng vai
tro quan trong trong viéc gidm sic t6 nam do TA giy ra. Maeda va Naganuma da chirng minh rang né
1am gidm hoat dong cla tyrosinase melanocyte bang cach ngin chin sw lién két cia plasminogen véi té
bao strng trong sic td do tia cwc tim gay ra & chudt lang.

Maeda va Tomitab ciing cho rang TA (tc ché sy tong hgp melanin trong melanocyte bang cach can thiép
vao sy twong tac ciia melanocyte va té bao sirng théng qua viéc e ché hé thong plasminogen/plasmin.
Zhang va cong sw cho rang TA c6 thé trc ché qua trinh hinh thanh melanin bang cach can thiép vao phan
rng xuc tac cda tyrosinase. TA cling ngan chan su kich hoat ctia cac melanocyte do anh sang mat troi
hodc &nh hwdng ctia nodi tiét t6 va cac té bao sirng bi tén thwong (sau khi tiép xic vai tia cwc tim, bong
troc, IPL, laser) thong qua viéc trc ché hé thong kich hoat plasminogen.

Mic du van chwa biét yéu t8 nao trong 1&p bi 1a nguyén nhan chid yéu gay ra nam, nhung nhitng thay ddi
& dalién quan dén ndm nhu ting sinh mach mau va sé lwong té bao mast gidm sau khi diéu tri bang TA
cho thiy hiéu qua ctia n6 mot phén cé thé 1a do tic dung rc ché ctia né ddi véi té bao mast c6 thé anh
hwdng dén qua trinh tao mach va bénh ly da, diéu nay cé thé giai thich tic dung khic biét cla axit
tranexamic trén ving da bi tén thwong. Hon nita, né 1am gidm sic t8 thwong bi va ban do clia ndm c6 1&
théng qua tac dung tc ché plasmin hoic bang cich gidm hoat dong plasmin do tia cuc tim gy ra trong
té bao sing dan dén gidm tdng hop prostaglandin, tir d6 1am gidm hoat dong tyrosinase trong
melanocyte, gitip lam sing ndm nhanh chdng va t6t hon va ngan ngtra tai phat khi stt dung nhw mot chat
b4 tro. TA cling ngan chin sy hinh thanh mach va rc ché qua trinh tin mach do bFGF giy ra. Hoat dong
chdng tao mach do TA ¢4 1& ciing dan dén gidm ban dé va s6 lwgng mach dan dén gidm kich hoat té bao
mast va ton thwong tai twéi mau gin nhw bi loai bé hoan toan sau diéu tri.

g) Tac dung phu cia TA

Cac tac dung phu thwong dwgc bao cdo cia TA dwong uong la buén nén hodc tiéu chay va dau bung &
5,4% do6i twgng dugc diéu tri. Nhirng tac dung phu nay cé thé gidm bét khi TA dwoc dung sau bira an.
Thiéu kinh thwong xdy ra & 3%-15% bénh nhin ding TA duwdong udng, né khong giy dot bién va khéng
¢6 tac dung c6 hai trén thai nhi.

R&i loan thi gidc mau sic, s6c phan vé, phat ban trén da, ha huyét ap tw thé va hoai tir vo than cp tinh
12 nhirng tac dung phu cwc ky hiém gap nhung dang lo ngai. Thuyén tac huyét khdi, nh6i mau co tim va
tadc mach ph6i da duoc bdo cdo trong mot sé tredng hop khi sir dung lidu cao hon d€ cAm mau, nhwng
nguy co van & mitc t6i thiéu va khong cé y nghia thong ké. Tuy nhién, né van chéng chi dinh déi véi
nhirng bénh nhan c6 bAt thwong vé thi lwc mau mac phai, réi loan ddng mau dang hoat dong va da biét
qua man cam véi TA.

N6 ciling can st dung c4n than & nhitng bénh nhan méc bénh tim mach hoic mach mau nio va nhirng
ngudi dang dung thudc chéng déong mau. Cac cong thirc axit tranexamic tai chd thwong an toan va c6 thé
12 mot lwa chon t8t cho liéu phap duy tri nham ngan ngira tai phat. Tuy nhién, ndong d6 cao hon cé thé
gdy ra mot s6 mrc do kich (rng va cham chich.

7. Glutathione

Glutathione (y-1-glutamyl-l-cysteinylglycine), mot tripeptide chira thiol trong lwgng phan ti thap cé cac
axit amin glutamate, cysteine va glycine, c6 mat trong hiu hét cac té bao vi khudn va dong vat c6 vu.
Glutathione & dang khit 1a chat chéng oxy héa quan trong va nong do6 glutathione trong huyét twong
gidm dang ké da dwgc bao cdo & nhitng bénh nhin bi ndm so véi nhém chirng.

Hiéu qua cta Glutathione trong diéu tri nAm 1a do rc ché enzyme tyrosinase bang cach chelat héa véi
cacion dong, chuyén tyrosinase sang premelanosome dé tong hop melanin, chuyén qua trinh hinh thanh
melanogen tlr eumelanin thanh pheomelanin va tic dung chong oxy héa von c6 cta cac goc tw do va
peroxit, ngan ngtra hoat héa tyrosinase va hinh thanh melanin.
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Glutathione da dwoc stt dung tai chd (kem, sira rira mat, xa phong, kem duéng da va mat na héa hoc géc
glutathione), tiém trong da dwéi dang dung dich mesotherapy, va dung dwong uéng don thudn hoic két
hop véi axit alpha lipoic, axit pyruvic, N-acetyl cysteine, vitamin C, vitamin E, chiét xuit hat nho va cac
chat chéng oxy héa khac, hodc tiém tinh mach nhw tac nhan lam sang da & bénh nhan bi nam. Trong khi
st dung glutathione két hop véi lan kim axit hyaluronic dé ning cao hiéu qua van chuyén qua da, viéc
str dung né trong liéu phap mesotherapy van chwa dwoc bao co. Viéc st dung tai chd cta né ciing bi
han ché vi ¢6 mui hoi, tinh thim va kha nang hip thu kém.

Hau hét glutathione dung qua dwong uéng dwgc hap thu vao té bao long rudt va néng do trong mau chi
tang thoang qua, cudi cung dwoc dao thai qua than. Puong ngdm dwdi lwdi cé sinh kha dung tét hon
duwong udng va dwoc FDA Hoa Ky danh gia 1a an toan. Tuy nhién, mui vi lwu huynh van 1a mo6t nhuwoc
diém 1én d6i véi kha nang chip nhin cua n6 néi chung. Liéu uéng khuyén cio thong thwong la 20-
40 mg/kg/ngay (t6i da 1-2 g/ngay) chia lam hai lan v&i liéu duy tri 500 mg/ngay va dap ing dang ké
xdy ra trong vong 3-6 thang & 1an da nau sam , trong 6-12 thang & da rat sAm mau va trong 2 ndm hoic
hon & da den.

Glutathione tiém tinh mach (600-1200 mg, dung mot hodc hai lan trong mét tudn) cé thoi gian ban hay
10 phit va bi oxy héa ngay 14p tic thanh ba axit amin ciu thanh (glutamate, glycine va cysteine). Tiém
tinh mach, n6 thwong dwoc dung véi litu 900 mg mdi tudn hodc cé thé 13p lai 2-3 1an mot tudn. Hiéu
qua 1am tring da thwong xdy ra sém nhit 12 sau 2-3 tudn. Tuy nhién, viéc sir dung glutathione qua
dwong tiém tinh mach 1am chit 1am tring da van chwa dwgc danh gia day da va bi FDA Hoa Ky cdm vi
cac tac dung phu thwong dwoc bdo cdo nhw phat ban trén da, dau bung cé thé nghiém trong, réi loan
chirc nang tuyén gidp va than, hdi chirng Stevens-Johnson, va hoai tir thuwgng bi nhiém doc

Hiéu qua diéu tri nam cuda glutathione cho cac két qua rat khac nhau. Wahab va cong sw trong mot nghién
ctru ngau nhién c6 ddi chirng mu doéi véi 46 ddi twong da tim thiy glutathione 1a mot chit 1am sang da
hiéu qua va su két hop giita glutathione tai chd va dwong udng tét hon so véi stt dung riéng 1é. Mot thir
nghiém 1am sang ngiu nhién, mu ddi, kiém soat gia dwoc khac bao gom 124 phu nit chau A da chirng
minh 1am sang da dang ké va giam kich thwéc sic t6 trén khudn mit sau khi bd sung bang dudng udéng
v6i su két hop cla l-cystine va l-glutathione. Mdc du loi ich ctia viéc 1am sang da bang glutathione
500 mg/ngay dung dwong udng trong 4 tuin chi c6 hiéu qua & mét sé6 nhém tudi va ving co thé nhit
dinh & 60 d6i twong chau A khée manh, khong c6 sw cai thién dang ké nao xay ra & 16 bénh nhan dung
glutathione va bat ky sw cai thién ndo dugc thdy & hai nhém ngiu nhién c6 déi chirng riéng biét trong
thoi gian ngén.

8. Axit ascorbic

Axit ascoricic (Vitamin C), dwoc st dung trong nhiéu cong thirc 1am trdng da, 1a mot loai vitamin tan
trong nwéc xuit hién tw nhién trong cac loai rau 14 xanh, trai ciy ho cam quyt va trong da nguoi. N6 cé
d6 thdm thau thip va do 6n dinh han ché do qua trinh oxy h6a nhanh so v&i cic dang este hoa ctia né;
magié ascorbyl-2-phosphate (MAP), ascorbyl-6-palmitate va tetrahexyldecyl ascorbate. Axit ascoricic &
dang kem MAP c6 hiéu qua hon & dang tw nhién.

Axit ascoricic khir dopaquinone thanh DOPA va hoat dong nhw mét chat chéng oxy héa bén canh tac
dung bao vé 4nh sang vi n6 ngan chan sy hip thu birc xa cwe tim va thic day tong hop collagen. N6 ciing
trc ché tao melanin bang cach c ché hoat dong tyrosinase thong qua twong tac véi dong. Mot thir
nghiém ngau nhién c6 déi chirng chia khuén mit so sanh axit ascorbic 5% va hydroquinone 4% dwoc
st dung & hai bén mat trong 16 tuan trén 16 bénh nhin bi ndm. Nghién cttu cho thay sw cai thién lan
lwotla 62% va 93% khi st dung axit ascorbic va hydroquinone .

Mic du, hydroquinone cho hiéu qua tét hon nhwng tac dung phu it xay ra hon véi axit ascorbic. Nguoi
ta da chitng minh bang thwc nghiém rang axit ascorbic 25% dwoc pha ché véi chit ting cuwdng thim
thiu gidp cai thién dang ké tinh trang ndm. N6 hiéu qua hon khi dwgc sir dung két hop véi chiét xuat
cam thado, vitamin E (a-tocopherol acetate), dién di ion, liéu phap mesotherapy, Q-Switched Nd: Laser
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YAG hay Laser Q-Switched Ruby phan doan hon khi str dung don ddc trong diéu tri nam. Cac tac dung
phu nhw phan &ng di rng hoac kich &ng rat hiém va xay ra do kha ning thim thiu kém cua axit ascorbic
¢ dang tw nhién.

9. VitaminE

Vitamin E (Alpha-tocopherol), mét chat chéng oxy héa lipophilic chinh trong cac moé, mang va huyét
twong, bao gobm bdn phan tir tocopherols va tocotrienols xuat hién tw nhién. Alpha-tocopherol 1a dan
xuat vitamin E ddi dao nh4t & nguoi. N6 6 tadc dung bao vé 4nh sang va gy mat sic t6 bang cach trc ché
tyrosinase, ting ham lwong glutathione néi bao va can tré qua trinh peroxid hoa lipid cia mang té bao
héc t6. Alpha-tocopheryl 1én men, mot hop chit clia a-tocopherol va axit ferulic, c6 thé hip thu birc xa
tia cwc tim va dugc cho 1a c6 tadc dung dang ké trong viéc 1am chdm qué trinh hinh thanh hic té.

Thuéc boi a-tocopherol 5% hodc véi nong do it hon chu yéu dwoc st dung trong dwoc my pham két hop
véi vitamin C dé cé tac dung lam sang da. Sw cdi thién dang ké vé tinh trang ndm va tén thwong viém da
ti€p xtc sic t6 da dwoc quan sat thiy khi st dung vitamin E va C tai chd trong moét nghién ctru mu doi
va két qua tot hon khi két hop so véi chi str dung mot trong hai loai vitamin. Phan trng di irng hoac kich
trng khi str dung tai chd ciing khéng gip thuwdng xuyén.

10. Polypodium Leucotomos

Chiét xuat Polypodium leucotomos, mét loai dwong xi nhiét déi cé dac tinh chong viém, chong oxy hoa
va bao vé 4anh sang, da dwoc thir nghiém trong diéu tri nAm bang duwdng udng véi nhiéu két qua khac
nhau. Nestor va cong sv trong nghién ctru d6i chirng gid dwoc ngiu nhién ctia ho da bao cdo su gidm
dang ké vé diém MASI va thang diém chit lwong cudc song (MelasQoL) khi dung P. leucotomos dwong
uéng so véi gia duwoc dung hai 1an mdi ngay trong 12 tuan. Tuy nhién, Ahmed va cong su trong mot
nghién ctru mu doi cé kiém soat da bao cdo rang khong c6 sw gidm dang ké vé diém MASI hodc cai thién
thang diém MelasQoL tir su két hop vdi kem chdng ning so véi chi dung kem chdng nang & 40 phu nit
g6c Tay Ban Nha bi ndm tlr trung binh dén ning dwoc chon ngiu nhién dé nhan P. leucotomos 240 mg
hodc gia dugc ba lan moi ngay.

11. Rucinol thoa

Rucinol (4-n-butylresorcinol), mét dan xuit phenolic, &c ché tyrosinase va protein lién quan dén
tyrosinase (TRP-1). Sw cdi thién dang ké vé tinh trang ndm d3 dwoc nhin thiy & bén dwgc diéu tri trong
mot nghién ctru ngdu nhién mu déi chia khudén mat trén 23 phu nitr Han Qudc sau 8 tuan diéu tri bang
cach bdi kem rucinol 0,1% hai I1An mdi ngay so v&i bén dwoc diéu tri bing gia dwoc. Huh va cong sw
trong mot thir nghiém ngau nhién c6 ddi chirng mu ddi, chia khudén mat dwoc thuwc hién trén 32 phu nit
bi nam ciing cho thiy sw cai thién dang ké vé tinh trang ndm khi st dung serum rucinol 0,3% hai l4n
mdi ngdy trong 12 tuan & bén dwoc diéu tri so véi bén duoc diéu tri bing gid dwoc. Cac tadc dung phu
nhw cham chich, bdng rat, ban dd, khd, bong tréc va bong vay déu & mirc dd nhe.

12. Cysteamine

Cysteamine, mot hgp chat sinh hoc aminothiol tw nhién dwoc tim thay trong mo6 dong vat c6 vi va sira
me, mang lai tic dung hiép dong manh mé hoic lam gidm sic t6 da ma khong giy lo ngai vé tac dung
phu lién quan dén liéu phap phoi hop ba thudc.

Cysteamine la mot phan ctia ho vitamin B3 va hoat dong nhw chit chong oxy héa va &c ché vin chuyén
melanosome. Trén thi trwong c6 sdn dwdi dang kem Cyspera® (cysteamine + isobionic-amide) 5% dé
str dung tai chd va da duoc chirtng minh 12 rat an toan véi tac dung phu rat thap. Két qua ban dau cé thé
nhin thdy sau 6 tudn st dung kem Cyspera/cysteamine hang ngay trong 15 phut trén vung da bi anh
hwdng. Kich tng da nhe (cdm gidc chAm chich, néng rat, d6 nhe ngay khi sau boi va khd) c6 thé xay ra
tam thoi. Hé thong ba sdn phdm ctia n6 bao goém: (1) Cyspera® Intensive™ bao gom céng nghé budng
kép gitp tach phirc hgp Cysteamine+isobionic-amide va axit alpha hydroxyl (AHA) cho dén khi str dung.
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Téac dung chong oxy hoa ngay lap tirc cla isobionic-amide v&i AHA sau khi st dung giy ra tic dung giam
sac td tirc thi. (2) Cyspera® Neutralize™ cd phirc hgp AHA va L-Arginine - Lactobionic Acid gidp trung
hoa mui cia Cysteamine va cin banglai l¢p bi€u bi truedc khi bdi Cyspera® Boost™. Phirc hop L-Arginine
ngan chan phan ng IsobionicAmid Complex™ - AHA va chit hoat dong bé mat nhe nhang loai bé moi
can bén, gidp lam diu da va thic diy hang rao bao vé da khée manh. Phirc hop Lactobionic Acid trung
hoa va can bing do pH cho da. (3) Cyspera® Boost™ c6 Isobionic-Amide Complex™ va retinol hoat dong
phoi hop véi Cyspera® Intensive™ dé lam déu mau da, cai thién lan da va mang lai lan da sang tw nhién.
Retinol c6 tac dung chéng viém va din dén gidm sic t8 c6 thé nhin thdy do ting bong tréc da va cac 16p
da khong c6 sic t6 sau khi stt dung Cyspera® Intensive™,

Mic du cac cong thirc Cysteamine da cho thiy diém MASI giam dang ké sau 4 thang s dung so véi gia
dwgc va thdm chi trong mét tredrng hop khang lai liéu phap phoi hop ba thudc ctia Kligman, nhwng né
khong vuot troi hon so véi liéu phap diéu tri bang hydroquinone 4% hodc axit tranexamic trong cac thir
nghiém so sanh. Tuy nhién, mot danh gia c6 hé théng gan day cho thiy riang c& mau khéng du, thiéu
theo doi lau dai va hiéu qua trong cac treong hop ndm biéu bi chi 1a nhirng han ché 1én cla cic nghién
ctru 1Am sang dé dwa ra két luan c6 y nghia vé vai tro cia Cysteamine trong diéu tri nam.

13. Chdéng nang va che khuyét diém

Hién nay nguoi ta d xac dinh rd rang rang ca bic xa tia cuc tim va 4nh sadng nhin thiy déu déng mot
vai tro quan trong trong co ché bénh sinh cia ndm. M6t s6 nghién ctru da chirng minh lgi ich cia viéc st
dung ddng thoi cac bién phap che chin va kem chéng nang c6 chi sé SPF it nhit 1a 15 cho tit ca bénh
nhan bi nAm. Kem chéng ning lam gidm sic td mot cach hiéu qua sau khi tiép xic véi dnh nidng mat troi,
tang dang k& hiéu qua cua liéu phap bdi ngoai da va ngin ngira nam tai phat. Kem chdng ning vat 1y c6
chira oxit kém, oxit sat, titan dioxide va silicon (dimethicone, cyclomethicone) khdng chi c6 tac dung
bdo vé quang hoc cho toan bd quang phd ma con mang lai hiéu qua nguy trang l1am trang tirc thi va duoc
wa chudng hon.

Tuy nhién, sw két hop gitta kem chéng ning vat ly va hitu co c6 thé dwoc st dung cho nhitng nguoi
khong thich muéi vé co c6 tinh thAm my cao vi néng d6 cao cda chung. Vi tia UVA c6 thé xuyén qua cac
dam may va kinh ctra s6 nén can thoa kem chdng ning hang ngay bat ké thoi gian/mua nao.

Vi viéc diéu tri can c6 thoi gian dé tao ra sw khac biét ro rang nén trong thoi gian dé, ban nén chi dinh
str dung che khuyét diém thdm my. Che khuyét di€ém thAm my vé co ban 1a mot loai trang diém c6 nhiéu
sic thai va mau sic phu hop véi tdng mau da dé che gidu sw d6i mau ctia da va cai thién vé ngoai. Sw
hién dién ctia thém 25% sic t6 va chit don c6 dic tinh quang hoc gitp phan biét chung véi kem nén.
Chuing phai dé tan, khong gay kich (rng va mang lai d6 che phtt min mang.

Bac sy Tran Anh Hao - 0865426516 Trang 21



https://trungtameRelQSAQRIONG DIEU TRI NAM

. MO PAU
N4m 12 tinh trang ting sic t6 man tinh pho bién, dai ddng, anh hwéng nghiém trong dén chat lwgng cudc

sOng va rat kho diéu tri. Cac thudc bdi tai chd 1a nén tang chinh va 1a ti€p can dau tay trong cac diéu tri,
dac biét la Hydroquinone don tri liéu hodc két hgp véi Tretinoin va Corticosteroid.

Cac bién phap can thiép khac thwong la phwong phap ti€ép can bic hai hoac bic ba va dwgc xem la nhw
1a mot diéu tri ho tro, gitp ting hiéu qua diéu tri ctia thudc boi. Peel da c6 thé dwoc xem xét dé diéu tri
nam ¢ nhitng nguwoi cé lan da sang va nam dang 6n dinh. Axit alpha-hydroxy (AHA), axit glycolic 50%-
70, dung dich Jessner va trichloroacetic (TCA) 25%-35% la cic dung dich thwong dugce str dung dé peel
trong diéu tri nAm. Ching dwoc stt dung riéng 1é hoic két hop v&i chat khir sic t6 khac.

Tuy nhién, phai nhan manh rang phan &ng ctia nam doi véi peel 1a kha khé lwdong. O nhitng bénh nhan
c6 1an da t6i (Type IV dén VI theo Fitzpatrick) c6 thé bi ting sic td sau viém va seo nén can phai rit can
nhic va lwa chon ki bénh nhan dé thwc hién liéu phap nay.

il. AXIT ALPHA HYDROXY

Axit alpha-hydroxy (AHA) la cac axit hiru co chira nhém axit cacboxylic (COOH) va nhém hydroxy (OH)
& vi tri alpha so v&i nhém axit. Ching thuwong dwoc goi la axit trai ciy, bao gom axit glycolic tir dwong
mia, axit xitric tir trai ciy ho cam quyt va axit malic tir tdo. AHA dung dé peel dwoc san xuit trong phong
thi nghiém héa hoc.

Hydroxy
group
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OH

7
R—C*—C

| \

H £|'i.

Carboxylic

acid group
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Ngay tir nam 1946, viéc st dung dung dich axit lactic 3% & do6 pH 3,8 da dworc coi la phwong phap diéu
tri bénh vay c4, mic du cac bac si da liéu thAm my da bit dau sit dung AHA khi vao ndm 1974, Van Scott
va Yu da md ta hiéu qua cia chung trong viéc diéu tri bénh kho vay ca. Twr d6 tré di, pham vi cia AHA
dwgc mé rong va mot s6 tac gia da bao cdo tac dung cé loi cta chiing do6i véi mun trirng ci, 1do héa do
anh sang va cac tén thwong thwgng bi tang san lanh tinh.

AHA dwoc coi 12 tAdc nhan tiéu sirng vi chiing gy bong tréc bé mat bang cach pha v lién két gitra cac té
bao strng & cac 1¢p khac nhau cta 16p sirng va 1¢p hat. AHA gidp diéu chinh 1ép strng day bat thwong
cua 1&p thwong bi. Tac dung nay kéo dai dén 14 ngay sau khi két thic diéu tri. Viéc str dung kem duwdng
da AHA tai chd hang ngay sé lam ting d6 day thwong bi. Ngoai ra, AHA con lam ting dd day clia da bing
cach kich thich ting lang dong collagen va glycosaminoglycan. AHA dic biét thich hop d€ diéu tri cho
nhirng bénh nhan c6 lan da rat nhay cam, nam, giin mao mach hodc ton thwong & mirc d6 vira phai do
anh nang mit troi.

1. Axit glycolic

Axit Glycolic (axit hydroxyethanoic, axit hydroxyacetic) 14 AHA ngin nhat, chi c6 hai nguyén tir carbon,
dwogc st dung nhiéu nhit trong nhom AHA. Ban dau né dwoc chiét xuat tir mia, nhwng axit dwoc sit dung
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trong diéu tri ngay nay dwgc tong hop héa hoc. AHA da tré nén phd bién véi tén goi “axit trai cay” va cai
tén nghe c6 vé lanh tinh nay da cé anh huwdng 16n dén sy quan tim ctia bénh nhéan.

Glycolic Acid

O

M

HO™ "CHyOH

Axit glycolic cuc ky wa nwéc va dung dich axit glycolic tinh khiét, bdo hoa & néng dé khoang 80%, c6 do
pH 1a 0,5. D6 pH nay thip hon dang ké so véi pKa la 3,83, cho thiy dung dich nay chi yéu bao gom axit
nguyén chit va c6 hiéu qua trong viéc peel. PO pH cia dung dich axit glycolic quyét dinh kha nang axit
héa cua n6 trén da: dung dich axit glycolic 3% & pH 3 c6 thé axit hda nam 1&p té bao sirng dau tién, trong
khi & mic 10% va pH 3, né gy ra qua trinh axit héa sdu hon va nhanh hon. Luu y rdng “axit héa 16p
thwong bi” khéng c6 nghia la “tadc dung bong troc”. Axit hda nhiéu 16p da khdng nhit thiét c6 nghia la
pha hiy cac té bao. Pén mot mirc nhat dinh, té€ bao chéng lai qua trinh axit héa.

&' ndong do thap (5% dén 15%), axit glycolic c6 thé dwoc str dung dé cham séc da hang ngay. Nong do tir
20% dén 70% dwoc st dung dé peel da. Nong d6 dung dich cang cao va thoi gian tiép xtc cang lau thi
dd sau tham thiu cia nd cang sau.

Khi peel bang axit glycolic, dung dich peel phai dwoc trung hoa sau mot thoi gian nhit dinh, xac dinh
trudc, thweong la tir 3 dén 5 phut. Khi da dat dwoc d6 sdu thAm nhip mong mudén hodc dat dén thoi gian
dwogc xac dinh tredc, dung dich peel phai dwgc trung hoa dé cham dirt tic dung cia ching.

Né&u x4y ra ban dé hoic bong thwgng bi, thwong xuit hién dwdi dang sw d6i mau trang xdm clia thwong
biéu bi hoic cdc mun nwéc nho (con goi la “frost”), dung dich peel phai dworc trung hoa ngay lap tirc bat
ké thoi gian.

D€ trung hoa, str dung dung dich natri bicarbonate 10% dén 15% hodc kem dwdng trung hoa, sau dé

rita sach bang nwéc, gy ra hién twong sti bot trén mat. Axit ciing c6 thé dwgc trung hoa bang cach rira
mit bang nwéc. Phai cin than d€ ddm bao rang toan bo axit dwoc trung hoa.

Dung dich axit glycolic c6 gia pH thip giy ban dd, kich &ng, chdm chich, dau rat va bénh nhén it dung
nap hon. Chung cting khéng thim thiu vao da mét cach dong déu. Vi vy nén st dung cac dung dich cé
do pH cao hon.

Tuy theo d6 sdu thAm nhép cta I&p bong tréc bé mit, da dau tién chuyén sang mau hong, sau d6 dd, cho
thay vét thwong trong thwong bi. Sw xuit hién clia swong gi 1a biéu hién ton thwong da. Chit lam mém
diu nhe thich hgp cho viéc diéu tri sau diéu tri.

Peel bang axit glycolic d€ diéu tri nAm thudng st dung ndong dd tir 30% - 70% c6 thé dwoc 13p lai sau
khoang thoi gian tir 2 dé€n 6 tuan cho dén khi dat dwoc két qua mong mudn, cac nghién ciru chi ra rang
can 4 dén 6 lan diéu tri dé thay hiéu qua ro rét. Ngoai ra dé tang hiéu qua cda liéu phap, cin két hop st
dung véi cac thudc thoa thudc boi khac nhw Tretinoin, Axit Kojic, Vitamin C.

2. Axit lactic

Axit lactic (axit 2-hydroxypropanoic, axit a-hydroxypropionic) 1a AHA ngin nhait tiép theo sau axit
glycolic. Nhém metyl (CH3) thay thé nguyén t& hydro cudi cung trén cacbon alpha. N6 c6 pKa la 3,86,
gan bang axit glycolic. Axit lactic xuit hién tw nhién trong sira chua. Sau khi thAm thiu vao da, axit lactic
dwoc chuyén déi tw dong va thuan nghich thanh axit pyruvic, dan xuit axit alpha-keto ctia axit lactic:
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chitc ning keto (= 0) thay thé chitc ning hydroxy (-OH) trén alpha carbon. ¢ ndng d6 giong nhau, axit
lactic pha hiy 16p thwong bi chdm hon axit glycolic.

Nong dd axit lactic tir 10%-20% hodc manh hon bat dau pha hiy 1&p sirng va kich thich téi tao da, ddi
md&i té bao thwong bi. Tuy nhién, mot sd nghién ctru da chi ra rang qua trinh tai tao t€ bao khong duoc
duy tri dong déu trong qua trinh diéu tri 1au dai véi axit lactic 3% & pH 3. Trén thuc té, qua trinh tai tao
té bao gidm dan trong 10 tudn dAu diéu tri bang axit glycolic 3% hoac axit lactic & mrc pH = 3 Ian lwot
con 29,3% va 28,3%. Khi stt dung thwong xuyén, axit lactic va glycolic (& mirc 3%, pH 3) sé mat di mot
ty 1é dang ké kha nang tiéu diét té bao sirng va lam ma&i 16p thuong bi vao khoang tuin thi 12. Mat khéc,
axit salicylic (mot loai axit beta-hydroxy) van gitt dwoc kha niang tiéu diét t& bao sirng lau hon.

&' nbng d6 50%-70%, axit lactic tao ra lwong bong tréc da twong dwong véi axit glycolic. Ngay tir nim
1974, nguoi ta da chirng minh rang axit lactic cai thién do 4m va A6 mém mai cta da va do pH bang 3
hiéu qua hon d6 pH bang 5. Axit lactic cling 1a chit dwdng 4m t&t hon uré hoic glycerol. Mot s6 nghién
ctru ¢6 xu huéng chi ra rang st dung axit lactic 12% hang ngay trong 3 tun s& cho phép lwgng collagen
dwoc lang dong & 16p bi nhi twong dwong véi viéc sir dung axit trichloroacetic 25% (TCA) hodc phenol.
Tuy nhién, ching ta phai nhé rang nhitng phat hién mé hoc, du quan trong dén mitc nao, khong phai lic
nao ciing mang lai két qua 1am sang c6 thé nhin thiy dwoc vé mat thim my va viéc tao ra collagen méi
chi la mot trong nhirng thay doi lién quan dén peel da.

Mot nghién ctru dwoc thwe hién béi Sighn va cac cong sw vé hiéu qua peel axit lactic 82% trong diéu tri
nam trén cac bénh nhan cé Type IV - V theo Fitzpatrick. Nghién ctru chi ra rang peel axit lactic 82% cai
thién chi s6 MASI c6 y nghia thong ké sau 12 tuin va tit ca cac thoi diém theo doi sau dé

Khi so sanh hiéu qua 14m sang cta 16t da bang axit glycolic 30%, axit lactic 92% va 16t da TCA 15% trong
diéu tri nAm & mot nhém 90 bénh nhan, 16t da bang axit lactic dwoc cho 1a kém hiéu qua hon véi su thay
déi trung binh cia MASI thap hon ( viing ndm theo chi s6 mirc d6 nghiém trong) sau 12 tuén diéu tri.14
Tuy nhién, tadc dung phu it hon va kha nang dung nap cao hon da dwoc ghi nhan & nhitng bénh nhan
dwoc diéu tri bang 16t da bang axit lactic, chirng minh tinh chét it giy kich &ng cta axit lactic.

3. Axit mandelic

Axit mandelic 12 m6t AHA thom c6 cong thirc phan tir CBH803. N6 1a chit ran két tinh mau trang hoa
tan trong nwéc va hiu hét cac dung méi hiru co phé bién.

Axit Mandelic ¢6 lich st str dung 1au dai trong cong dong y té nhw mot chit khang khuén, dic biét trong
diéu tri nhiém trung duong tiét niéu. N6 cling d3 duwoc stt dung nhu mot loai khang sinh dwong udng.
Gan day, axit mandelic da tré nén phd bién nhw mot phwong phép diéu tri chdm séc da tai chd cho mun
trirng ca & nguwoi tredng thanh. N6 ciing dwoc st dung thay thé cho axit glycolic trong cac san pham
chiam séc da. Axit mandelic 1a mot phén t&r 16n hon axit glycolic, giup dung nap tot hon trén da. Axit
mandelic con ¢6 wu diém 1a né c6 dac tinh khang khuin, trong khi axit glycolic thi khong.

Viéc st dung né nhw mét phwong thirc cham séc da dwoc tién phong bédi James E. Fulton, ngwdi da phat
trién axit retinoic (tretinoin, Retin A) vao nam 1969 cung v&i c6 vin cua o6ng, Albert Kligman, tai Pai hoc
Pennsylvania. Trén co s& nghién ciru nay, cac bac si da liéu hién nay dé xuit axit mandelic nhw mot
phwong phap diéu tri thich hop cho nhiéu loai bénh ly vé da, ttr mun trirng cad dén nép nhan; né dac biét
tot trong diéu tri mun trirng cd & nguoi tredng thanh vi né gidi quyét ca hai moi lo ngai nay. Axit
Mandelic cling dwoc khuyén dung nhu mot phwong phap diéu tri tai tao bé mit bang laser trwdc va sau
laser, gitp giam sé lwong va thoi gian kich rng.

Axit mandelic ciing c6 thé dwoc xem xét diéu tri nAm. Néng do axit mandelic 10%-15% c6 thé dwoc ap
dung hang tuan hodc hai tuin mot lan dé giai quyét ndm. Mac du tim kiém tai liéu chi mang lai mot
nghién ctru vé axit salicylic-mandelic, nhwng Sarkar va cong sw da chitrng minh sy gidm dang ké diém
MASI d6i v&i nhitng bénh nhan dugc diéu tri peel da bang axit salicylic-mandelic so v&i peel da bang
axit phytic. K&t qua cua viéc peel da bang axit salicylic-mandelic cling twong dwong véi két qua clia viéc
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peel da bang axit glycolic. Axit mandelic khéng chi 1a phwong phap diéu tri ting sic td hiéu qua ma con
c6 dic tinh chong viém khién no it giy kich ng hon cac loai peel khac va do d6 an toan hon cho nhirng
nguwoi co 1an da nhay cam. Sy két hop gitra axit salicylic 20% v&i axit mandelic 10% da dwgc chirng minh
12 ¢6 nguy co gy ting sdc td sau viém thap hon khi so sdnh véi peel axit glycolic 35%-70%, khién né
tré thanh lwa chon wu tién dé€ diéu tri nAm & cac type da Fitzpatrick IV-VI.

Mic du déc tinh chong viém ctia axit mandelic lam cho né tré thanh mot lwa chon an toan hon véi thoi
gian nghi duéng ngan hon, nhung khi so sanh hiéu qua va két qua thdm my téng thé clia né vdi cac
phwong phéap peel da bang héa chit khac nhw peel da bang axit glycolic, két qué sé& khé nhan thdy hon
nhiéu, cin phai diéu tri bo sung dé dat dwoc két qua thAm my mong mudn.

TCA thu dwoc thong qua qua trinh chwng cit san phdm tir hoi nwéc axit nitric trén axit cloral. N6 dwoc
tim thdy dwéi dang tinh thé mau trang khan (rat hut 4m).

TCA c6 thé dwoc tim thay truc ti€p trong moi treong vi n6é dwoc st dung lam thudc diét co (dwdi dang
mudi natri) va gian ti€p nhw mot chit chuyén hoa c6 ngudn goc tir phan ng clo héa dé xir Iy nwére. Dong
thoi, né 1a chat chuyén héa chinh cta perchloroethylene (PCE), dwgc st dung chid yéu trong linh vuc
gidt kho. Poc tinh chung ctia n6 khi duing & liéu thip gan nhw khong ton tai. Cau tric phan t cia n6 rat
gan v&i axit glycolic. Carbon & vi tri alpha c6 mét nhém hydroxyl va hai hydrogens trong trwéng hop
axit glycolic, trai ngwoc véi ba clo trong TCA. TCA la axit manh hon nhiéu so véi bat ky axit nao khac
hién dwoc str dung dé peel da; pKa ctia né 1a mrc thap nhit trong s6 cac loai axit hién dwoc sit dung dé
peel da bing hda chit. Gidng nhu axit glycolic, TCA khong c6 ddc tinh, ngay ca khi bdi & dang dam dic
1én da.

Khi thoa 1én da, n6 khong dwoc van chuyén vao tuin hoan mau. Hoat dong pha huy ctia TCA 1a két qua
cua tinh axit ctia né trong dung dich nwéc, nhuwng khi peel, axit nhanh chong dwoc “trung hoa” khi né di
chuyén qua cac 1ép da khac nhau, dan dén sy dong tu cla protein trén da. Khi cac protein dong lai, TCA
sé dwoc st dung hét. D€ thim nhip sdu hon, phai sit dung nhiéu TCA hon (thé tich) hoic cin st dung
noéng dd TCA cao hon. Hoat dong ctia TCA rat don gidn, cé thé 1ap lai va ty 1é thuin véi nong do va lwong
str dung. Duy nh4t ddi v&i TCA va phenol, cac d4u hiéu c6 thé nhin thiy (16m d6m nhe dén swong trang)
trén da sau khi boi cho biét mirc dd déng tu cia cac phan ti protein va do sdu thAm nhép cua axit.

TCA dwgc st dung nhw mdt chat peel tir trung binh dén sdu véi ndng do tir 20% dén 50%, tuy nhién cé
thé gay ra nhirng ton thwong khong dang c6 cho cac loai da sAm mau.. D6 sdu thAm nhap ting lén khi
nong do tang 1én, véi 50% TCA tham nhap vao 16p bi ludi.

Chun va cong sy da thwc hién mot nghién ctru sttr dung 10%-50% TCA & bénh nhan nam cé loai da
Fitzpatrick IV-VI. Trong s6 20 bénh nhén, 11 bénh nhén (55%) dat dwgc phan rng 1am sang tich cuc va
khéng cé bién chirng 16n nao dwoc bao céo.

Twong tw nhw peel da bang axit glycolic, peel TCA dwong nhw dat dwoc két qua tét hon khi st dung liéu
phap két hop, trai nguoc véiliéu phap don tri liéu. Soliman va cong sw da so sdnh hiéu qua cua liéu phap
két hop peel TCA véi axit ascorbic 5% tai chd véi liéu phap don tri liéu peel TCA. Trong mot thir nghiém
kéo dai 16 tuin, 15 bénh nhan c6 type da theo Fitzpatrick III va IV dwgc x€p vao moi nhém va duoc
danh gia bang diém MASI. Bénh nhan trong nhém diéu tri phdi hop cho thdy diém MASI gidam dang ké.

Abdel-Meguid va cong sw da so sanh hiéu qua cta liéu phap peel TCA 20%-25% don thudn véi liéu phap
peel két hop Jessner's va TCA 20%-25%. Nghién ctru phan tach dwgc thuwe hién trong 12 tuin & 24 bénh
nhin cé type da theo Fitzpatrick IV-VI. Trong khi ca hai phwong phap diéu tri déu cho thiy diém MASI
gidm, diém MASI ctia phwong phap peel két hop Jessner va TCA thip hon dang ké so véi chi st dung
phwong phap peel TCA. Hon nita, Brody nhan xét rang ché dd peel két hop c6 thé dwoc ting cwong hon
nira bang cac loai kem ty trang tai ché.
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Retinoids 1a m6t nhém cac dan xuit cia Vitamin A hoa tan trong m& bao gdm tretinoin, retinol, retinal,
adapalene, isotretinoin,... Vai tro cta retinoid trong sinh hoc da dwoc phat hién béi S. Burt Wolbach,
ngudi da lwu y rang dong vat thi€u vitamin A da 1am thay déi qua trinh sirng hoa. Phat hién nay da khién
von Stuettgen va Bollag diéu tri cac rdi loan vé da bang nhiéu dang vitamin A khac nhau.

Cac retinoid 1a mot trong nhirng thudc diéu nam rat hiéu qua, dac biét la tretinoin trong sdn pham két
kem bd ba cling véi hydroquinone va corticosteroid. Mot s6 nghién ctru ciing chi ra rang peel da véi cac
thudc chira retinoid ciling rat hiéu qua trong diéu tri nam.

Trong mot nghién ctru so sanh trai-phai do Khunger va cong sw thuc hién, hiéu qua cia peel tretinoin
1% dwoc so sanh vai peel axit glycolic 70% & nhirng bénh nhin da sAm mau bi ndm. Sau 12 tuan ap
dung ca hai loai thudc hang tuan, nguwoi ta thiy diém MASI gidm dang ké & ca hai bén diéu tri (p <0,001),
khong c6 sw khac biét dang ké gitra bén dwoc diéu tri bang tretinoin va axit glycolic va tac dung phu t6i
thi€u dwoc b4o cdo. K€t qua clia nghién ctru nay chi ra rang peel tretinoin 1% c6 hiéu qua twong dwong
vGi peel axit glycolic 70% & nhitng bénh nhan c6 1an da sAm mau.

Nong do tretinoin cao hon nhw mét tic nhan peel dé diéu tri ndm ciing da dwoc nghién cru. Ghersetich
va cong sw da thwc hién mot nghién ctru tién ciru trén 20 bénh nhan nit bi ndm thudc loai da Fitzpatrick
II-VI dwgc diéu tri bang peel tretinoin 10%. Bénh nhan dwoc diéu tri bang kem tretinoin 0,025% hang
ngay trong 1 tuan, sau d6 ddp mit na tretinoin 10%, tdng cdng 4 dot 13p lai sau mai 3 tudn. Vao cudi giai
doan nghién ctru, tit ca cadc bénh nhin déu cho thay sy cai thién toan dién theo danh gia cta bac si, danh
gi4 sac t6 bang mexameter (536 & tudn 0 so v&i 524 & tuan 10) va diém MASI (7,2 & tuan 0 so v&i 4,3 &
tuin 10). Piéu quan trong la khéng c6 sy khac biét nao vé két qua diéu tri dwgc tim thay & nhirng bénh
nhén thudc loai da Fitzpatrick loai V hoac VI, va khong thiy hién twong tai phat ndm sau 1 nam theo doi.
Cac tac dung phu dwoc bao cio chi gi¢i han & ban dé giong nhw bi chay nang.

Twong ty nhuw vay, trong mét nghién ciru dwgc thwe hién béi Sadick va cong sy, 5 bénh nhan bi nam
dwoc diéu tri bang peel retinol 3% trong cong thirc ci triethyl citrate va acetyl tyrosinamide mdi 6 tuin
trong tong sd ba lan diéu tri. Khi két thic ché d diéu tri, c6 sw cai thién sic t6 va tén thwong do 4nh
sang duoc ghi nhan theo phan loai clia bac si da liéu.

Dung dich peel cia Jessner, trwérc day goi la cong thirc Coombe, dworc tién phong béi Max Jessner, mot
bac si da liéu. Jessner két hop 14% axit salicylic, 14% axit lactic va 14% resorcinol trong nén ethanol.
Téc dung chinh ctia n6 la pha v& cadu ndi ndi bao gitra cac té bao sirng, trong khi thanh phan axit salicylic
ciing cho phép thim thiu t6t hon qua viing da giau ba nhon. N6 1a chat peel manh hon 30% axit salicylic.

Cac nghién ctru da chi ra rang sw két hop gitra dung dich Jessner v&i TCA mang lai két qua t6t hon vi kha
nang thAm nhip dong déu hon. Ngoai ra, diéu tri két hgp dung dich Jessner véi axit glycolic sé hiéu qua
hon trong viéc diéu tri ndm va tiang sic t6 so vdi chi st dung axit glycolic. Nhin chung, giai phap cla
Jessner an toan va hiéu qua trén moi loai da vi c6 tac dung peel sau hon.

Majid va cong sw da thwc hién mot nghién ciru so sanh hiéu qua va dé an toan cia phwong phap diéu tri
két hop gitra 20% TCA va dung dich Jessner so véi 20% TCA va 70% axit glycolic. K€t qua chirng minh
rang diém MASI giam nhiéu hon & nhitng ngudi dwoc diéu tri bing hdn hop 20% TCA va dung dich
Jessner so v&i nhitng ngudi dwoc diéu tri bang 20% TCA va axit glycolic. Diéu nay cang khang dinh hiéu
qua cuta giai phap Jessner trong viéc diéu tri ting sic t6 va nam.
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CATHPETYELPHAY NAKNENUONGCTKONG PIEU TRI NAM

Laser va cac thiét bi phat ning lwong da dwoc str dung dé diéu tri nhiéu réiloan & da, bao gom ca chirng
rdi loan sic t6. Viéc lwa chon thiét bi dwa trén mot s6 yéu t6, trong d6 khai niém quang nhiét chon loc 1a
mot trong nhirng yéu t6 quan trong nhit khi diéu tri bang laser. Thuyé&t nhiét chon loc 1 khai niém cho
rang tia laser phat ra mot budc séng dnh sang cu thé dwoc hip thu c6 chon loc béi mdt muc tiéu hoic
mot chromophore.

Chromophore, chdng han nhu melanin, nwéc va hemoglobin, c6 nhiéu bwéc séng dwoc hdp thuy, véi mot
s6 sw chong chéo gitra cac chromophore. Cac buéc séng dwoc hiap thu béi melanin, chromophore dwoc
nham dén trong tinh trang ting sic t& va ndm, nam trong khoang tir 600-1100nm, nghia 1a cc thiét bi
laser hodc 4nh sadng phai phat ra 4nh sang c6 bwéc séng nam trong pham vi nay.

Budc song cua dnh sang phat ra cling 1a yéu t6 quyét dinh d6 sdu thdm nhép cua tia laser. Piéu nay nhan
manh tim quan trong cia ndm & thwong bi so v&i 1¢p bi, vi @6 siu diéu tri phai phtt hop véi dd siu cua
sic td bi thay d6i. Bwéc séng ting twong (rng véi dd sdu thAm nhap sau hon, cho dén khi dat dwoc budc
song khoang 1200 nm. Tai thoi diém nay, nwéc tré thanh muc tiéu chinh va d6 sdu thAm nhép bi han
ché& do ham lwong nwéc dang ké & cac 16p trén cia da. Laser xAm 14n nham vao nwéc c6 thé duoc st
dung dé diéu tri ndm do tac dong pha hly cta ching ddi véi 1ép thwgng bi va 16p bi ndng.

Mot nguyén tac quan trong khac 1a do dai xung va méi quan hé ctia né v&i thoi gian thw gian nhiét (TRT)
ctiia chromophore muc tiéu. Thoi lwong xung la khodng thoi gian ma tia laser hodc thiét bi phat ra chim
tia ciia né. TRT dwoc dinh nghia la khoang thoi gian d€ muc tiéu ngudi di 50% sau khi nhin dwgc xung
va no6 ty 1é véi binh phwong duwdong kinh ciia muc tiéu. Khi thoi lwong xung dat téi TRT, nang lwong va
nhiét sinh ra cta tia laser bat dau khuéch tan dén cac ciu tric lan cin trong da, tao ra tén thuwong ngoai
y muén. Do d6, thoi lwgng xung khong dwoc vweot qua TRT cia muc tiéu da dinh. Véi kich thwéce twong
d6i nhé clia melanosome véi TRT khodng 50-500 ns, thoi lwong xung t8i wu thwdng ndam trong khoang
nano- hodc pico giay.

1. QSlaser

Cacloailaser QS khac nhau (QS-ruby, QS-alexandrite, QS-Nd:YAG) tir 1au da dwoc coi la mét trong nhirng
lwa chon t8i wu d€ diéu tri bang laser cac sic t6 mau nau, den va xanh & 16p bi va thwong bi. Vé mit ly
thuyét, nhirng tia laser ndy nham muc tiéu vao melanin t6t hon nh& buéc séng va thoi lwgng xung nano
gidy cta chung. Ngoai ra, ning lwong cao trong khoang thdi gian xung ngan hon do laser QS tao ra sé
giy ra ton thwong quang - 4m doi véi melanin. Laser QS phat ra buwéc song 694 nm déi véi QS-ruby
(QSRL), 755 nm do6i véi QS-Alexandrite, 1064 nm doi véi QS-Nd:YAG va 532 nm d6i véi tan s6 gap doi
QS-Nd:YAG.

Mic du hiéu qua cia laser QS da dwoc chirng minh trong viéc loai bd sdc t6 hinh x3m va cac tén thwong
sic t6 khac nhau trén da, nhung cac nghién ctru da chirng minh rang khong c6 loi ich rd rang nao cta
laser QS trong diéu tri nAm va PIH bang cac phwong phap truyén théng. Trén thwec té, cic nghién ciru
cua Taylor, Anderson va Tse va cong sw déu cho thdy tinh trang PIH va nam tré nén tram trong hon &
nhitng bénh nhan dwoc diéu tri bing QSRL. Dic biét trong nghién ctru cia Tse va cong su, nhitng bénh
nhan bi ndm dwoc diéu tri bang QSRL da mac phai PIH tir qua trinh diéu tri. Twong tw nhw vay, nhitng
bénh nhan trong mot nghién ctru chi so sdnh QSAL v&i laser CO2 bang QSAL cho thiy khong c6 sw cai
thién nao & nhirng nguwdi dwoc diéu tri bang laser QS don thuin. Nhiéu nghién cttu khac danh gia QSRL
hodc QS-Nd:YAG duédi dang don tri liéu khong mang lai l¢i ich gi, nhw da dwoc chi ra trong mot bai bao
danh gia cua Ogbechie-Godec va Elbuluk. Moubasher va cdng suw so sanh viéc str dung QS-Nd:YAG va cac
mirc dd khac nhau clia peel bang axit trichloroacetic (TCA) (20%-30%) & bénh nhan Ai Cap. Su cai thién
dwoc thdy & nhém dwoc diéu tri bang peel TCA 25% cao hon dang ké so véi ba nhdm con lai ctia nghién
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ctru, bao gdbm ca nhém dwoc diéu tri bang laser. Tuy nhién, nhitng bénh nhan c6 ty 1é mac PIH cao nhat
12 nhitng bénh nhan dwoc diéu tri bang QS-Nd:YAG.

Nhiéu tac gia bao cdo rang QS-Nd:YAG ndng luwgng thip, con dwoc goi 1a nhw laser toning, c6 thé hiéu
qua hon so véi ki thut truyén théng. Ky thuit diéu tri nay dwoc dic trueng bdi ning lwgng thip (1,6-
3,5 J/cm2), spot size 16n (6-8 mm), thuc hién nhiéu pass mdi 1-2 tuan cho nhiéu lan diéu tri. Mic du
viéc diéu tri bang laser da cho thidy mot sé cai thién ban dau vé sic t6 nhung van c6 ty 1é tai phat va réi
loan sic td cao sau diéu tri, dic biét & nhitng bénh nhan thudc loai da I1I-V. Wattanakrai va cong sw da
so sanh viéc st dung QS Nd:YAG nang lwong thdp véi hydroquinone 2% tai chd so véi chi sir dung
hydroquinone 2% trong nghién ctru chia d6i khuén mit. Bén dwoc diéu tri bang laser da chirng minh sy
cai thién tong thé 76% vé chi s6 MASI va cai thién twong ddi 92%, ngoai ra két hop laser va
hydroquinone 2% déu cao hon so véi chi str dung hydroquinone don thuén. Tuy nhién, tit ca cic bénh
nhan déu bj tai phat nAm va mot s6 bénh nhan bi gidm sic td & ving diéu tri. Fabi va cong suw da tién
hanh mot nghién ciru chia d6i mat vé QS-Nd:YAG nang lwong thap va QSAL nang lwong thap, st dung
MASI d3 stra ddi dé do lwong hiéu qua. Ca hai phwong thirc déu mang lai sw cai thién dang ké vé MASI
sau hai l4n diéu tri va qua cac khoang thoi gian theo déi (lan lwot 1a 36% va 44% sau 2 tudn; 27% va
19% sau 24 tuan ddi véi QS-Nd:YAG va QSAL). Khong tim thdy sw khac biét dang ké gitra diéu tri bang
QS-Nd: YAG so vé&i QSAL. Trong s& 16 bénh nhan tham gia nghién ctru, c6 1 ngudi bi ting sic t6 & ca hai
ma.

Maic du c6 két qua dang that vong véi laser QS khi stt dung don tri liéu, nhwng c6 bang chirng cho thiy
laser QS duwgc str dung két hop véi cdc phwong phap diéu tri khac, ching han nhu laser, IPL, peel hoic
cac san pham bdi ngoai da, s& hiéu qua hon so véi chi diéu tri bang mot phwong phap riéng 1é. Nhw da
dé cap & trén, Wattanakrai va cic cong sw da chirng minh ring laser QS véi 2% HQ c6 hiéu qua hon so
v6i chi ding 2% HQ. Utuner va cac dong nghiép da chirtng minh rang sw két hop gitta QS-Nd:YAG va lan
kim v&i vitamin C cé hiéu qua hon so véi chi sit dung QS-Nd:YAG. Hon nira, 12 trong s6 16 bénh nhén
dwoc diéu tri bang laser khong dap (rng vi liéu phap diéu tri, cho rang vai tro cta liéu phap don tri liéu
bang laser 1a khong dang ké. Mot thir nghiém dwoc thuwc hién bdi Yun va cac cong sw cho thdy sw cai
thién dang ké vé diém sd MASI & nhitng bénh nhan dwoc diéu tri bang sw két hop QS-Nd:YAG va IPL
phan doan (f-IPL) & mtrc d6 lwu lwong thip so v&i nhitng bénh nhan dwoc diéu tri bang f-IPL don thuin.
Vachiramon va cong sw da tién hanh mot nghién ctru twong tw nhuwng so sanh sw két hop gitra IPL va
QS-Nd:YAG v&i don tri liéu QS-Nd:YAG. mMASI da cai thién 40% & nhém don tri liéu, trong khi liéu phap
phoi hop mang lai sw cai thién 60% vé mMASI. Diéu thu vi 13, ty 18 tai phat & liéu phap két hop cao hon
mdt chut so véi don tri liéu (twong tng 1a 33%-11%). Mot nhém do Vachiramon din dau da thwc hién
mot nghién ctru so sanh khac vé chia doois khuén mat, so sanh liéu phap don tri liéu QS-Nd:YAG mat do
nang lwong thap véi QS mat do nang lwong thip cong véi 30% axit glycolic & cac bénh nhan nam. Nghién
ctru nay st dung chi sd d6 sang twong doi trung binh va mMASI dé do lwong két qua. Trong khi c6 sw cai
thién dang ké & nhém phéi hop (t6i da 37,6%), khéng cé sw cai thién c6 y nghia thong ké nao dwoc ghi
nhan & nhém don tri liéu. Mot bénh nhan da bi gidm sic t6 dai ddng & ca hai ma va tinh trang nay khong
dwoc cai thién tai thoi diém két thdc qua trinh theo doi trong nghién ciru nay.

Tom lai c6 thé xem QS laser nhw 1a mét liéu phap bé tro ting cwdng hiéu qua cda cic diéu tri khac trong
khi st dung don tri liéu cho két qua khong dang ké va ting nguy co PIH hodc mAt/gidm sic td sau viém.

2. Pico laser

Nhu da dé cip trudc diy, kich thwdéc nhé ciia melanosome doi hoi do réng xung trong pham vi nano-
dén pico gidy dé tranh vt qua TRT. Laser pico gidy, véi lwong nang lwgng cao dwoc cung cip trong
thoi gian ngdn, dap (ng yéu cau nay va ciing quan trong l1a giy ra t6n thwong quang co hoic quang am.
K&t qua 1a cAc melanosome bi v va cac hat sac td khac sau do6 sé dwoc loai bd thdong qua qua trinh thuc
bao. Laser pico gidy ciing c6 thé duoc stt dung lam thiét bi phan doan vé&i day thau kinh nhiéu xa hoic
thiu kinh ba chiéu, cho phép dat nang lwgng cwc dai cao hon. Nhitrng tia laser picosecond phin doan
nay phat huy tac dung clia chiing thong qua sw hinh thanh plasma ion héa dwoc hd tro béi chromophore.
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Toan bd tac dong cua “suw pha hily quang hoc do laser giy ra” nay dwgc tom tit trong mot bai danh gia
mang tinh hé thong ctia Wu va cong sw. Laser Picosecond c6 nhiéu dang va buéc séng khac nhau, bao
gbm alexandrite (PSAL) (755 nm) va Nd:YAG (1064, 532). nm), 670 va 785 nm.

Trong tong quan hé thong vé laser picosecond ctia Wu va cong sw, hiu hét cac nghién ciru vé ndm déu
chirng minh sy cai thién khi st dung laser picosecond. Mt s6 nghién ctru lién quan dén nam da ching
minh sw cai thién dang ké khi so sdnh v&i cac loai laser QS khac.

Wang va cdng sw da so sdnh PSAL & cac khoang thoi gian khac nhau véi TCC trong diéu tri nam. Hai
phéc @6 diéu tri cho PSAL la ba 1an diéu tri cAch nhau 4 tudn hodc ndm lan diéu tri cich nhau 4 tuan.
biém MASI dwoc cai thién & cd ba nhém ma khong c6 sw khac biét dang ké gitra caic nhom. Nghién ctru
nay ciing st dung hé théng phan tich hinh dnh VISIA® cho thiy loi ich cua ca hai nhom laser vé cac d6m
nau, nép nhan, kich thwéc 16 chan 16ng, d6m UV va porphyrin. Trong khi mot s bénh nhan c6 biéu hién
tdng sac t6 (2 trong s6 11 bénh nhan dwoc diéu tri bang 5 dot diéu tri bang laser), tit ca cac tac dung
phu déu dwoc cai thién theo thoi gian theo ddi va khdng c6 bénh nhan nao bi gidm sic t4.

Dbé lam ndi bat sw khac biét trong PSAL khong phan doan va phin doan, Manuskiatti et al. da thwc hién
mot nghién ctru ngau nhién, phan chia khudén mat bang cach st dung PSAL c6 va khong c6 khép néi
mang thau kinh nhiéu xa dé dat dwoc phan doan. C6 sw cai thién dang ké vé mat théng ké vé do thanh
thai né6ng d6 melanin & bén khéng phan doan so véi bén phin doan. Mat khac, tat ca cac bién phap khac
déu cho thay su cai thién so véi ban diu va khong cé sw khac biét dang ké gitra cac phwong phap diéu
tri. Tuy nhién, diéu tri phan doan dwoc ghi nhan la giy dau dang ké. Piéu quan trong la tit ca PIH phat
trién trong qué trinh nghién ctru déu mang tinh tam thoi va dwoc giai quyét sau 1 thang.

Cac nghién ctru khac da dwoc thwe hién bang cach sir dung laser picosecond Nd: YAG dé diéu tri nam.
Choi va cong sy da st dung laser picosecond buwéc séng kép, cd do dai 1064 va 595 nm. Phwong phap
diéu tri bing laser nay dwoc két hop véi 2% HQ va nhém so sanh chi 4p dung 2% HQ tai chd. Trong qua
trinh xt ly, thyc hién hai dén bén Ian truyén & bwéc song 1064 nm, ngay sau d6 1a mot dén hai lan truyén
& bwdc séng 595 nm. Bénh nhan dwoc diéu tri 5 1an bang laser trong khodng thoi gian 1 tuan. Két qua
cho thay su két hop gitra laser picosecond va HQ vuot tréi hon vé mat thong ké so v&i chi riéng HQ.
Chalermchai va cong sy da so sanh laser picosecond 1064 nm phan doan véi 4% HQ véi 4% HQ trong
mot thir nghiém chia d6i mat & 30 bénh nhén c6 loai da Il hodc IV. So sinh mMASI cho thiy sw cai thién
dang ké khi chi diéu tri két hop so véi HQ & Tudn 12. Tuy nhién, khong c6 sw khac biét thong ké vé ty 1é
bénh nhan dat dwoc sy cai thién tir 50% tré 1€n gitra hai nhom.

3. Non-ablative fractionated laser

Ca NFL va laser phan doan xam lan (AFL) déu phat huy tac dung cda ching théng qua viéc tao ra hang
nghin ving diéu tri vi nhiét (MTZ) sau mdi lan ban tia laser. Nhitng MTZ nay c6 thé dwoc hinh dung nhw
nhirng cot tén thwong do nhiét. Mirc ning lwong dwoc st dung xac dinh dwong kinh va doé sdu thim
nhip cia MTZ, trong khi s6 lwong pass va mat dé quyét dinh ty 1é dién tich bé mat bi anh hwdng bai tia
laser. Liéu phap laser phan doan c6 wu diém la khong tao ra vét thwong hé, cho phép vét thwong lanh
nhanh hon va gidm nguy co thay déi sic t6 va seo. CAc MTZ ciing c6 thé thAm nhap siu hon, cho phép
diéu tri melanin bi hodc sic t§ & da. Sic t6 sau d6 dwoc loai bé bang cach loai bé MTZ qua thwong bi,
nhw da thao ludn bé&i Hantash va cong sw. Cac bwdc song NFL thwong dwoc str dung la 1440, 1540, 1550
nm (FDA phé chudn cho nam 2005) va 1927 nm. Nhw da thao luin trong bai dadnh gia cta Trivedi va
cOng su, ba buéc séng trudce day dat dwoc hiéu qua 1Am sang bang cach thAm nhaip sau dén 16p bi lwéi
va tao ra san xut collagen, dong thoi tranh tac dong vao cac 1ép thwong bi phia trén diém noi bi-thwong
bi.

Cac nghién ctru dwoc thuc hién vao nam 2009 bé&i Rokhsar cung cac cdng sw va Lee cung cac cong sy da
chirng minh sw cai thién sau khi diéu tri bang NFL 1550 nm. Kroon va cdng sw di so sanh hiéu qua cta
phwong phap diéu tri dwoc FDA phé chuin nay véi tiéu chuin vang vé diéu tri ndm, TCC. M6t nira s6
bénh nhan dwoc diéu tri bang TCC (sw két hop ctia 5% HQ, tretinoin 0,05% va kem triamcinolone 0,1%),
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trong khi nhitng ngwoi con lai dworc diéu tri bon 1an trong khodng thoi gian 2 tudn véi NFL Erbium glass
1550nm & méat d6 khoang 2000 -2500 MTZ/cm2. Ty 1é bao phu dwoc diéu chinh cho loai da ctia bénh
nhén, dao ddng tir loai da Fitzpatrick II-V trong doan hé nay. Két qua cua nghién cru nay cho thay khéng
c6 su khac biét vé su cai thién hodc ty 1é tai phat gitra hai nhom, véi hau hét bénh nhan tai phat sic té
sau 6 thang theo doi.

Hong va cdng sy da thwc hién mot nghién cttu chia nira mat so sinh NFL 1550 nm va peel da 15% TCA.
Ca hai phwong phép diéu tri chi dwoc thwe hién mot Ian trong nghién ctru nay, diéu nay c6 thé han ché
hiéu qua NFL trong nghién ctru nay vi né cin nhiéu lan diéu tri. Mac du diém s6 MASI ban d4u dwoc cai
thién trong khodng thoi gian 4 tudn & ca hai nhém, nhung diém sé sau dé quay tré lai gia tri co ban hodc
tham chi cao hon d6i v&i ¢ hai nhém. Khong c6 sw khac biét dang ké dwgc xac dinh gitra hai nhém. Kim
va cong sw cling da thir nghiém sw két hgp gitta NFL 1550 nm va QS-Nd:YAG so véi chi QS-Nd:YAG trong
mot nghién ctru chia d6i khuén mat. Gidng nhw nghién cru trwéc diy, khéng thiy co sw khac biét gitra
hai nhém diéu tri.

Wanitphakdeedecha va cdng sw da danh gia hiéu qua ctia NFL 1410 nm, diéu tri toan bé khudn mit bang
4 pass t&i cac viing bi ndm. Hai cai dit khac nhau dwoc st dung theo kiéu chia d6i khudn mat (20 m] véi
dd che pht 5%; 20 m] v&i do che phtt 20%). Sw cai thién vé MASI va MI dwoc thiy & ca hai nhém. Tuy
nhién, m&c do hai long chung ctia bénh nhan thip hon va ty 1é bién chirng cao hon & khu vwc dwgc bao
pht 20%. Vi viy, cac tac gia két ludn mirc do bao pht 5% la toi wu.

Diode NFL 1927 nm la mdt thiét bi khac da dwgc nghién ctiru dé diéu tri nAm va ting sic t8. Wilson va
cong sy da nghién ctru loai laser nay c6 va khong cé 2% HQ. Nghién ctru nay st dung Chi s6 mirc do
nghiém trong va ving sic t6 16m dém (MoPASI), mot phién ban sttra d6i ctia MASI. Sw cai thién dugc
thiy & ca hai nhom diéu tri, két qua nay dwgc duy tri sau 12 tuidn theo doi, nhwng khong thiy sw khac
biét gitra cAc nhom. Diéu thu vi 1a nhitng bénh nhan trong nhém dwoc diéu tri bing kem dwéng 4m va
NFL hai long hon dang ké so v&i nhém duoc diéu tri bang HQ va NFL. Polder va cdng sw da diéu tri cho
cac bénh nhan bang sw két hop gitra NFL 1550 va 1927 nm cho thiy sw cai thién dang ké & nhirng bénh
nhén nay khi so sanh vé&i mirc co ban, véi sw cai thién kéo dai sau 6 thang sau diéu tri.

4. Ablative fractionated laser

Cac loai laser xam 14n dwgc nghién ctru dé€ diéu tri ndm bao gom laser CO2 10.600 nm va laser erbium-
doped yttrium aluminum garnet (Er: YAG) 2940 nm. Cac budc sdng ndy nham muc tiéu chromophore
la nwdre. St dung cac tia laser nay theo cach phan doan véi MTZ nhw da thao luan & trén cho phép giam
thoi gian phuc hoi va giam ty 1€ bién chirng, twong ty nhw NFL.

Mot s6 nghién cru da cho thiy lgi ich cta laser CO2 khi két hop véi cac phwong phap diéu tri khac,
chang han nhw QSAL hoic TCC. Nouri cung vi cac cOng sw cling nhw Angsuwarangsee va cong sw déu
chirng minh s cai thién dang ké khi két hop laser CO2 va QSAL so v&i chi st dung mot trong hai phwong
phap. Cac bénh nhan trong nghién ctru cia Nouri va cong sw ciing dwoc diéu tri treéc bang cong thirc
Kligman, mot TCC cu thé. Nghién ctru ciia Angsuwrangsee va cong sw ciing lwu y rang PIH xay ra & mot
s6 bénh nhan, dic biét 1a nhitng nguwoi 6 loai da sAm mau hon.

Trong mét nghién ctru ctia Trelles va cong sw, bénh nhin dwoc chia thanh cac nhém diéu tri sau: chi
dung laser CO2, chi dung cong thirc bdi ngoai da ctia Kligman hoic ca diéu tri bing laser va béi tai chd.
Két qua cho thdy diém MASI dwoc cai thién dang ké & nhitng ngudi dwoc diéu tri bang ca laser va tai
chd sau 6 va 12 thang theo d&i, véi mot s6 mirc do cai thién duoc thiy & ca ba nhém. Jalaly va cong suw
da so sanh tac dong ctia CO2 cong suat thap hon va QS-Nd:YAG, cho thiy sy cai thién I6n hon & nhém
diéu tri CO2 théng qua diém mMASI.

Tawfic va cOng sw da nghién ctru tic ddong clia phwong phap diéu tri bang laser CO2 két hop véi axit
tranexamic tai chd hodc trong da (TXA) so véi chi sir dung laser véi nghién cttu chia khudén mait. Bénh
nhan dwoc diéu tri bang CO2 don thuin hodc CO2 két hop v&i dung dich TXA. TXA dwoc két hop diéu
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tri tai chd ngay lap tirc sau laser hodc diéu tri truwéc laser bang cach tiém vi mé trong da. Két qua cho
thiy sw cai thién & ca hai bén, nhwng mirc d6 cai thién MASI cao hon & bén chi nhin laser. Sy cdi thién
nhiéu hon vé MI da dwoc thiy & nhitng ngudi nhian TXA trong da so v&i chi dung laser, nhwng diéu nay
khong dang Ké.

Manaloto va cdng sw da bao cdo vé diéu tri nAm bang Er:YAG AFL vao ndm 1999. Mic du c6 bang chirng
cho thay s cai thién nhanh chéng trong nghién ctru nay nhwng tit ca cac bénh nhin déu bi PIH sau diéu
tri. Két qua twong tu vé sy cai thién ban dau, sau d6 1a PIH va tai phat da dwgc ghi nhan trong mot nghién
clru clia Attwa va cong su trén 15 bénh nhan nit dwoc diéu tri bang Er:YAG. Nam 2019, Garg va cong suw
da cong bo mét nghién ctru so sanh pixel QS-Nd:YAG, siéu tré hda da (540 nm) va pixel xam 14n Er:YAG.
Két qua tir nhém nay cho thdy mMASI gidm dang ké & ca ba nhom, trong khi Er:YAG gidm mMASI t6i da
so v&i hai nhom con lai. Cac tac gid két luan rang Er:YAG diéu tri nAm da va hon hop t6t hon, trong khi
QS-Nd:YAG va siéu tré hoa da diéu tri nAm biéu bi t6t hon.

5. PDL

PDL thwong dwoc coi la tiéu chuén vang dé diéu tri hau hét cac ton thwong mach mau hodc ban dé. Bwéc
s6ng 595 nm ctia n6 nham vao hemoglobin nhw chromophore muc tiéu. Hiéu qua ctia laser mach mau
d6i véi ndm 12 do nhdm muc tiéu vao thanh phan mach mau, tir d6 dan dén gidm san xuit melanin.

Cac nghién ctru con han ché vé cac phwong phap diéu tri ndm nay. Passeron va cong sw da so sinh PDL
véi TCC so véi chi PDL. Mac du loi ich d3 dwoc ghi nhin & ca hai nhém diéu tri, nhwng ty 1€ PIH ting 1én
da dwoc ghi nhan & nhitng bénh nhan c6 loai da IV chi dwoc diéu tri bang PDL. Geddes va cong su da
thwc hién danh gia hoi ctru cdc bénh nhan dwoc diéu tri bang cd PDL va NFL 1927 nm. Sau trong s6 11
bénh nhan trong nghién ctru cho thay tinh trang ndm ctia ho dwoc cai thién hon 50%. Qua trinh theo doi
kéo dai tir 3 dé€n 36 tudn va khong cé hién twong ndm tai phat hodc réi loan sic t6 sau laser dwoc bao
cao & nhirng bénh nhan nay.

6. IPL

IPL thwong dwoc thao luin cung véi cac thiét bi laser; tuy nhién, thiét bi nay khéng phai la tia laser thuc
sw. IPL tao ra séng 4nh sang pho rong (500-1200 nm), cé thé dwgc tinh chinh thanh cic buéc séng cu
thé& bang cach st dung bd loc. Cac bo loc cho phép thwc hién mot loat (rng dung ctia IPL bao gom diéu tri
sic t6 melanin, nhw dwoc thiy trong cach stt dung phd bién ctia n6 ddi véi cac vét ndm valdo héa do 4nh
sang

Nam 2008, Li va cong sy danh gia viéc st dung IPL & bénh nhin Trung Qudc bi ndm va da loai Il va IV.
Trong nghién ctru nhan mé nay, cic nha nghién clru mu da nhan thiy sw cai thién & khodng 75% bénh
nhén sau khi hoan thanh bén dot diéu tri v&i sw cai thién dang ké vé diém MASI trung binh sau 3 thang
theo doi.

Mot nghién ctru tr Wang va cac cong sw nam 2004 da so sanh hiéu qua cta IPL va 4% hydroquinone
(HQ) so v&i HQ don thuén trong diéu tri ndm ndm. Bénh nhan duoc diéu tri bang cd HQ va IPL ¢ s cai
thién 16n hon vé chi s6 melanin twong d6i (39,8%) so véi nhitng nguwoi chi diéu tri bang HQ (11,6%).
Déng chu y, tinh trang ting sic t6 sau viém thoang qua cling nhw qua trinh tai tao sic t6 mot phan bi tri
hoan da dwoc quan sat thdy & mot s6 bénh nhan dwoc diéu tri bang HQ va IPL. Mot nghién ctu so sanh
IPL don thuan véi IPL két hop TCC (HQ phirc hop, retinoid va corticosteroid) cia Goldman va cdng sy
cho thay sw két hop gitra IPL v&i TCC c6 hiéu qua hon, véi hon 50% bénh nhan dwoc diéu tri bang IPL
va TCC gan nhw sach hoan toan cic ton thwong ndm sau 10 tudn. Két qua twong tw cda liéu phap phdi
hop c6 hiéu qua hon IPL don thuan cling dwgc thiy trong cic nghién ctiru khac.

Trong khi nhiéu bai bAo mo6 ta hiéu qua ctia IPL don thudn hodc két hop véi cac phwong thirc diéu tri
khac, nhirng bai bdo khac nhan thiy IPL it hitu ich hon va c6 kha nang giy hai dic biét d6i véi nam.
Chung va cong su cho thay khong c6 lgi ich ddng ké nao d6i véi MASI hodc MI trong thir nghiém chia doi
khudn mat & phia chi str dung IPL. V&i IPL, ¢ nguy co ndm tai phat dang ké, nhw dwgc mé ta trong nhiéu
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bai bio va kinh nghiém cua tac gid. Viéc st dung ciling bi gi¢i han d6i véi nhitng nguoi c6 lan da
Fitzpatrick IV va thap hon do c6é nguy co gip phai cac kiéu da sim mau hon. Véi nhirng rii ro va han
ché nay, IPL khéng dwoc st dung phd bién cho nhirng muc dich nay.

7. RF va soéng siéu am

Hai thiét bi st dung ndng lwong khac gan diy dang dwoc nghién ctru vi lgi ich cta chiing trong diéu tri
tdng sac t6 va ndm 1a RF va thiét bi siéu Am tip trung cwong dd cao (HIFU). C4 hai thiét bi déu gidp lam
sin chdc va tré héa da, nhung van con han ché vé hiéu qua cta ching d6i véi cac réi loan sic td.

Cac thiét bi RF tao ra dong dién dwoc chuyén d6i thanh niang lwgng nhiét khi dong dién cham vao mo.
biéu quan trong la né da cho thay sw an toan trén moi loai da. Cameli va cong sw.dd danh gid hiéu qua
cia RF don cuc d€ cai thién viéc cung cip thudc axit kojic 1%. Sw cai thién & MASI d3 dwoc nhin thiy
khi theo doi.

HIFU st dung s6ng 4m dé€ gay ton thwong nhiét bén dwédi bé mat da. Choi va cong sw da chirng minh sw
cai thién sic t6 do UVB gay ra trén da chudt lang, dé xuit rang HIFU c6 tac dung pha hiy co hoc gitp loai
b6 sic 8 tir 16p thugng bi va 1¢p bi ndng. Vachiramon va cac cong sw da bao cdo cac két qua khac nhau
trong mot nghién ctru stt dung HIFU dé€ diéu tri chirng ting sic td do tia UV, trong d6 bénh nhan c6 da
loai III cho thay sw cai thién nhiéu hon & nhém d6i chirng, trong khi bénh nhan cé daloai IV cho thiy sy
cai thién nhiéu hon khi str dung HIFU. Trong mot nghién ctru chia nita mat khac nhitng bénh nhéan bi
nam, HIFU két hop v&i 2% HQ dwoc so sanh véi 2% HQ don thuén, cuing véi viéc tiép tuc bao vé da khai
anh nang hang ngdy. Chi s6 do sang twong ddi va MASI phia m4a dwoc cai thién dang ké so v&i ban dau &
phia HIFU, nhwng khong c6 suw khac biét dang ké khi so sanh véi sw cai thién dwoc thiy & phia chi dwoc
diéu tri bang HQ.
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Treatment of melasma in nonpregnant patients

Clinical diagnosis of melasma
Assess severity

Evaluate/address risk factors and triggers

v

= Strict photoprotection (sun avoidance,
mineral sunscreen with SPF 50 or more
containing iron oxide) *

= Camouflage if desired

|
r 1

Mild melasma Moderate to
severe melasma
v v

Topical skin-lightening agents:
= Hydroquinone 4% daily
(preferred)
or
= Other agents/combinations 1
(eg. azelaic acid, kojic acid,

Triple combination cream
(hydroquinone + tretinoin +
fluocinolone acetate)

daily
niacinamide)
| |
Assess in 8 weeks Assess in 8 weeks
I Is the response adequate? Is the response adequate? |
| |
I 1 I 1
No Yes Yes No
v v
Continue treatment for Continue treatment for
additional 8 weeks and additional 8 weeks and
reassess. reassess.
Is the response adequate? Is the response adequate?
| |
I 1 I 1
No Yes Yes No
v v
Switch to triple combination = Chemical peels with GA, TCA, or combinations
cream for 8 weeks and reassess. (5 to 6 sessions at 2- to 4-week intervals)
Is the response adequate? plus
T = Daily hydroquinone 4%
: ! Is the response adequate?
No Yes T
v
= Chemical peels with GA, TCA, or combinations
(5 to 6 sessions at 2- to 4-week intervals)
plus
= Daily hydroquinone 4%
Is the response adequate?
|
I 1
No Yes Yes No
¥ Y Y VY A \i v
n A
Laser and light therapy Proceed b mamtenan.ce trestments Laser and light therapy
= Strict photoprotection
plus

= Daily non-hydroquinone lighteners
(azelaic acid, kojic acid, niacinamide)
plus
Intermittent (twice weekly) hydroquinone 4%
or
Intermittent (twice weekly) triple combination cream

Phdc doé diéu tri nam tir Uptodate
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First-Line Therapies

* Triple combination cream
* Hydroquinone

¢ Tretinoin

* Sunscreen

> > > >

Second-Line Therapies

¢ Azelaic acid A
e Glycolic acid peels A
e Adapalene A

Third-Line Therapies

Niacinamide

Kojic acid

Cysteamine

Topical tranexamic acid

Laser and intense pulsed light (IPL)
Oral tranexamic acid

o w>» > > >

Phdc do diéu tri nam tir TREATMENT OF SKIN DISEASE

Comprehensive Therapeutic Strategies
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e Hydroquinene
| Glutathione -
/ / | [ =
| Polypodium Leucotomas 4 — Qral S Phota N ¥ | ¥ - Azelaic Acid
I
| CHEMICAL PEELS - T
> [————#*  Non-Hydroguinone
Azelaic acid < Mild
Prophylaxes
Kojic Acid 4+
Niacinamide -q— L' Modearate
1, ) i _ Severe
[ om Rucinol | 7 Non-hyd e E -
Topieal 14— Tranexamic Acld 4 " Fluocinalone
- o
> Hydroquinone ‘
, fractionsl lasers 4| ‘ L
/
Hydraguinone J—] 4 | | Tretinoln Triple
Py - i ) | Combination Cream (TCC)
ral i T ———————————
Tranexamic Sepsitkll 3
/ Maintenance S i / Chemical Pesls
Fi / Intense pulsed light (IPL) = ig i i I i
[ Quatiy-swiched neodymiur | : | \
Ughtening — doped yttrium aluminum garnet < | : ; |
! [Qs-Nd:vAG) Tr Acid
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