BENH RAM MA: TONG QUAN VE BENH NGUYEN VA PIEU TRI
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ABSTRACT

Melasma is a common acquired disorder with symmetric hyperpigmentation typically
occurring on the face, with higher prevalence in females and darker skin people. The
pathogenesis of this condition is complicated and multiple etiologies including sun light
exposure, hormonal changes and family history has been implicated. Worldwide prevalance
is veried widely from 1 -50% of population depends on studies in specific group of ethenic
people or geographic region. On histological presentation, melasma mostly display the
increasesd epidermal and dermal pigmentation, enlarge melanocyte and melanosome,
dermal blood vessels and perivascular lymphohistiocytic infiltrates. Melasma treatment
includes various topical, oral and procedural therapies. Traditionally, topical medications
include hydroquinone, tretinoin, corticosteroids and triple combination creams; however,
other synthetic and natural topical compounds have also shown varying efficacies. Promising
compounds for malasma treament include tranexamic acid, Polypodium leucotomos, and
glutathione. Many procedures has been used widely for melasma, which is includimg
microneedling, radiofrequency, chemical peels, lasers. Importantly, combination therapies
within or across treatment modalities generally result in better efficacies than
monotherapies. This publication will review a comprehensive update on current
understanding of pathogenesis and treatment for this common disorder.
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TOM TAT

Bénh rdm ma hay con c6 tén khéc 12 nénh ndm ma 1a mot bénh méc phai, hay gap va
dau hiéu dién hinh 1a cac mang ting sac t6 6 tinh chat ddi xang, xuat hién trén ving mat, co.
Bénh gip ¢ nir nhiéu hon nam va thudng gap trén cac chung toc c6 mau da téi hon. Nguyén
nhan gay bénh c6 nhiéu va thuong xen k&, nguyén nhan chu yéu la do anh sang mat troi va
thay d6i hormon. Ty Ié mac bénh noi chung thay ddi tly theo s ligu thng ké va thay doi
theo cac ving dia 1y va dao dong trong khoang 1-50%. Xét vé mit mé hoc, cac ton thuong &
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bi va trung bi, biéu hién cha yéu 1a tang s6 luong té bao san xuat hac td, ting cac tai hic té,
tang elastin, d6i khi c6 xam 14n té bao lympho quanh cac mach mau ving trung bi. V& mit
diéu tri, rat nhiéu loai thuéc bdi ngoadi da, tiéu biéu nhu hydroquinone, tretinoin,
corticosteroids hodc cdng thirc b 3 ciing duoc hay dung tuy nhién céc loai thudc nay thuong
c6 céc hiéu qua diéu tri rat thay doi. Ngoai cac loai thudc béi, hién tai cac thudc dung dudng
udng nhu tranexamic acid, glutathione hay polypodium leucotomos ciing danh dwoc nhiéu su
quan tdm. Ngoai ra, c4c liéu trinh diéu tri kém theo nhu bong da hoa hoc, siéu phi kim, séng
radio hay dung laser ciing dwoc sir dung két hop dé ting hiéu qua diéu tri. Trong bai tong
quan nay t6i tap trung phan tich va cap nhat cac théng tin méi nhat vé nguyén nhan va quy

trinh diéu tri ram ma.

GIOI THIEU

Bénh ndm ma hay con cé tén 1a bénh ram ma, bénh nam Ia hién tugng ting sinh sic té
ngoai da mac phai cha yéu xuét hién trén mat. Bénh nay gap ¢ nam nhiéu hon nit va hay xay
ra & nguoi ¢ 1an da téi mau (trén cing mot chung toc), nguyén nhan hang dau 1 do tia tu
ngoai (UV) cia &nh sang mit troi va thay d6i hocmon cua nir gigi. Chan doan bénh ram ma
thudng dya vao hién tuong ting sic té d6i xing ¢ 3 viing cua mat: ving trung tam, ving ma
va ving ham dudi (1). 50-80% céc cas bénh c6 biéu hién nam da ¢ ving trung tdm mit nhu
tran, miii va moi trén, khong c6 ram ¢ ving nhan trung, méa va cam (2, 3). Ram ving ma cha
yéu 1a & chom ma trong khi ram ving ham dudi chu yéu la cac mang sic té xuét hién & cam
va duong vién ham dudi (4). Ngoai ra con mot loai mai hon d6 1a ram da cac ving nhu ¢,
xuong &c, cang tay va chi trén (5). Nhu ching ta da biét day 1a mot bénh hay gap tuy nhién
viéc diéu tri rAm ma gap rat nhiéu thach thtc do thiéu sy hiéu biét can k& vé bénh hoc, dic
diém man tinh va kha ning tai phat cao cua bénh. Trong bai tong quan nay tdi s& tom tit cac
thdng tin cap nhat vé& bénh nguyén va cac quy trinh diéu tri rim ma tai Viét Nam va trén thé
gioi.
BENH HQC CUA NAM MA

Nguyén nhan cua bénh ram mé thuong 13 da dang va két hop. Tia UV la nguyén nhan
gay bénh hang dau da duoc ching minh trong 1am sang va phong thi nghiém (6). Tia UV la
nguyén nhan gay ra cac gbc tu do oxy hda (ROS) bang cach cam ung nitric oxide va tir d6
thac day qua trinh tang sinh sac té (7) [. Cac nghién ciru da chi ra rang nhitng bénh nhan ram
mé ¢ cac marker ddi Véi stress oxy héa cao hon so voi ngudi khoe manh (8). Gan day, vai
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vong hai tuan ciing c6 kha ning gy ting sic t6 manh so véi UVA-1(9). M6t nghién cau
riéng biét cho thay tia kha kién ¢ budc song 415 nm gy tiang sinh sic té kéo dai 3 thang (10).

Qua trinh san xuit Melanin bai céc té bao hic t6 va té bao héa sirng cua da khi bi kich
thich bai tia UV va tia kha kién da duoc ching minh. Con duong chu yéu dan dén qué trinh
ting sinh hic t6 va tir 46 lam gia ting qua trinh sam da 1a do hai tia trén da kich thich qua
trinh san xuét va bai tiét yéu tb té bao gbc (Stem cell factor-SCF) va c-kit (mot chét gan cua
tyrosinkinase receptor) tir d6 dan dén céc tac dung lam ting sinh t& bao hic té (11). Nghién
ctru ciing cho thay sy ra ting biéu hién cua SCF tai trung bi da & vung da ndm (11). Thém
nira, su gia ting biéu hién MRNA cua cac gene lién quan dén qua trinh ting sinh melanin
cling gia ting trong cac té bao nay (12). Céc nghién ctru khac ciing chi ra sy gia ting biéu
hién gene cuia hé théng Wnt, mot hé thdng tin hiéu quan trong trong su sinh san cia cac dong
té bao gdc hac té bao (12, 13). Cac nghién cau vé nudi cay té bao hic tb ciing cho thay sy gia
tang ctia VGEF sau céc ton thuong do tia UV gay ra (14, 15). Nghién ctru ciing chi ra sy
giam biéu hién cia cac gene lién quan dén qua trinh chuyén héa lipid tai cac ving da ton
thuong, diéu ndy goi ¥ rang hang rao bao vé da da bi thuong ton trong melasma, va dé ciing
c6 thé 12 mot co ché bénh ly quan trong caa bénh (12).

Lich str gia dinh ciing 1a yéu t6 dwoc nhic dén trong sinh Iy bénh ram ma, diéu nay
chi ra rang yéu t6 gene déng vai trd quan trong trong bénh sinh melasma. Mot sé nghién cau
cho biét 55-64% bénh nhan co tién sir gia dinh ram ma (16-18). Cac nghién ctu gan day thay
rang cac gene lién quan dén qua trinh viém nhiém, tang sinh sic t6 va thay doi nong do
hormon, cac dap (g van mach c6 thé lién quan dén bénh ly rim ma. Céac bénh nhan c6 lan
da trong bang Fizpatrick do I va II duong nhu it c6 yéu té gia dinh hon cac bénh nhan cé da
thudc do Fizpatrick 1V, V va VI (19, 20).

Anh hudng cua ndng d6 hormon cé vai trd quan trong trong bénh sinh ram mé do ty
I& bénh ra ting dang ké trén phu nir trudc co thai, dung thudc tranh thai hay cac liéu trinh
hormon khéc (2, 3, 20). Ty 1¢ ram m4 ra ting déng ké trén cac bénh nhan xung quanh do tudi
tién man kinh, diéu nay cho thay sy trdi sut bat thuong caa ndng d6 hormon sinh duc cé anh
huong dén su ra ting sic td da (5, 19) . Nghién cau md hoc cho thiy biéu hién gen cua
progesteron receptor gia ting dang ké tai ving thuwong bi va trung bi, ¢ ca ving da ndm va 1an
can (21). Nong d6 hormon estrogen receptor ciing gia ting dang ké ¢ trung bi quanh céc
mach mau vung da sam mac du vai tro cua né khong ro rang (22).

Piéu tri Melasma
Diéu tri bénh ram ma bao gdm cac loai thudc udng, thudc bd ngoai da (tropical) cac
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cac co ché bénh sinh ctiia ram ma nhu giam ton thuong do anh sang (UV, tia kha kién), chéng
viém, cac mach mau va ban than cua qua trinh ting sinh séc to.
Piéu tri ngoai da

Diéu trj thudc bdi ngoai da bao gom cac loai thude trong d6 c¢6 thude chéng ning 1a
mot yéu té quan trong hang dau trong diéu tri melasma. Céc thude diéu trj thuong tap chung
vao giam luong melanin théng qua ¢ ché san xuat melanin va san sinh té bao héc té. Két
hop céc loai thudc bdi ngoai da c6 tac dung tc ché nhiéu qué trinh trong bénh sinh melasma
thudng c6 gia tri va hiéu qua cao hon trong diéu tri don dong.
Piéu tri chéng tia

Bao vé da khoi tiép xuc voi UV va céc tia kha kién khéc c6 vai tro trung tam trong
diéu tri bénh, dic biét trong viéc bung phat cac vét ram mai va lam té thém tinh trang da san
c6. Trong cac nghién ctu l3p lai ngau nhién chi ra rang viéc str dung céc loai kem tréng nang
phd rong, ngan ca tia UVA va UVB va cac tia kha kién khéc c6 hiéu qua cao hon 13 rét so véi
cac dong chdng nang phéd rong nhung chi tap chung loc tia UV don thuan (23).
Hydroquinone

Hydroquinone (HQ) Ia thudc dugc st dung rong réi va nghién ctu nhiéu nhat. HQ
thudng ¢ 2 dang 1a 4% (thudc ké don) va 2% (my pham) va khong duoc sir dung tai Viét
Nam. HQ hoat dong thong qua co ché chii yéu 1a irc ché enzym tyrosinase va dich dén cua né
la e ché chuyén DOPA thanh melamin (24). Mot sb tac gia khéc lai goi y rang HQ con c6
kha nang pha huy té bao hac t6 va cac bao hic t6. Mot s6 nghién ciu cho thay HQ 4% giam
cac dém hic t6 c6 gia tri thong ké (25, 26). Mac du rat hiéu qua trong diéu tri melasma nhung
HQ c6 thé dan dén cac tac dung phu nhu viém da kich thich va dung kéo dai co thé din dén
bénh dat son ngoai sinh, mot bénh ly rdi loan hic té da, biéu hién bing cac ddm den hoic
xanh do tac dung cua HQ (27).
Corticosteroids

Corticosteroids c6 tac dung ngan can hinh thanh hic t6 do tc ché sy tiang sinh cua
melanocyte va két hop tac dung chdng viém (28). Corticosteroids don doc khéng cé tac dung
chéng sam da tot hon cac chat tiy khéac khi dung trong liéu trinh don (28). Mac du
corticosteroid c6 tac dung doc 1ap cho viéc tc ché san sinh melanocyte, cac tc dung nay
khong c6 y nghia khi diéu tri melasma kéo dai (24). Thém nita, diéu tri corticosteroid kéo dai
con ¢6 nguy co hinh thanh cac bénh gidn tinh mach kiéu hinh nhén, thiéu san mong da, cac
van soc da va mat sic td da.

Retinoids



Retinoids ngoai da c6 tac dung diéu tri melasma chu yéu théng qua co ché ting cudng
téc d6 ddi mai cua té bao sing hoé cua da (29). Céac nghién ctu cho thay retinoids 0.1% c6
vai trod rat dang ké trong diéu tri melasma (29, 30).

Céc hop chat téng hep khac trong diéu tri melasma

4-n-butylrescorcinol, mot chat Gc ché tyrosinkinase dang dwoc st dung rat nhiéu
trong c4c thir nghiém gan day da chirng minh hiéu qua rd rét trong giam cac mang sic tb cua
melasma (31, 32). C4c tac dung phu cua nd bao gdm d6 da do kich tng va ngira, cac tac dung
nay thing cd tinh chat khu tra va thoai lui, tuy nhién cac sb liéu theo ddi kéo dai thuong
khong day du. Tranexamic acid, mot chat tong hop thuong dung trong cim mau gan day hay
dugc dung & ca dang ubng, ngoai da va tiém trong diéu tri melasma. Cac nghién ciu thay
rang tranexamic thuong khéng cé tac dung khi ding mot minh nhung tac dung tét khi ding
két hop vai cac thude va liéu trinh khac(33, 34). Dang ngoai da cua tranexamic thuong it co
tac dung hon dang udng. Flutamide dang bdi (mot chat khang androgen) ciing duoc st dung
trong melasma va nghién ctu cho thay loai nay cho két qua tot hon HQ 4% vé d6 hai long
ctia bénh nhan va thang diém MASI, tuy nhién cac chi s6 vé melanin thi khong khac biét so
Vi HQ 4% (35).

Céc chit tw nhién sir dung trong diéu tri melasma

Trong nhitg nim gan day c6 mot sé luong rat 16n cac chat ty nhién dwoc sir dung
trong diéu tri cuong sic té da. Niacinamide mét chat c6 tac dung wc ché van chuyén cac hat
sac t6 ra té bao keratin ¢d kha ning lam giam hic t6 da da dwoc bao cdo trong mot nghién
ciu ¢& mau nho [63]. Acid kojic va Ascorbic ciing c¢6 vai tro lam giam sic t6 da (25,
36)[63,65]. Acid ascorbic duong nhu c6 tac dung lam giam céc gbc oxy hoé va chéng viém
dugc dung trong cac thuong ton cua melasma (7)[65]. Tuy nhién, ca 2 chat trén déu c6 hiéu
qua kém xa HQ trong diéu tri don doc(26, 28, 37). Chat tiép theo trong danh muc cac hop
chat ty nhién sir dung trong diéu tri melasma va azelic acid, duong nhu tac dung cua azelic
acid trong giam cac dém hac t6 1a do tc ché hoat tinh tyrosinase (38). Pityrosporum ovale la
mot chat duoc chiét xuat tir ndm ciing c6 tac dung chdng viém dugc str dung trong diéu tri
melasma. Tac dung phu cua no rat hiém gip tuy nhién c6 thé c6 do va bong da. Mot sé chat
khac nhu bellis perennis c6 thé két hop véi licorice va emblica c6 tac dung chéng oxy hod ti
nhién va hiéu qua diéu tri giam hic t6 tuong tu HQ 2%, tac dung cha yéu cua cac hop chit
nay la ac ché viém thong qua con duong arachidonic acid (39). Céc chat tu nhién khac ding
ngoai da nhu arbutin, lignin peroxidase, ddu twong ciing dugc dung diéu tri bénh ram ma véi
céc két qua dang khich 1¢ (40).

Két hop thudce bdi trong diéu tri melasma



Cac nghién ctu gan day cho thay diéu tri két hop thudc co tac dung tét hon diéu tri
don dong trong bénh ndm ma (41). Piéu tri két hop 3 thudc bao gom HQ, retinoid acid va
steroid da duoc chép nhan boi FDA. Cong thiac HQ 4%, retinoid 0.05%, fluocinolone
acetonide 0.01% c6 két qua tét hon ding HQ 4% don thuan (42). Tuy nhién 50% céc bénh
nhan dung cong thic bo 3 ¢6 céc dau hiéu ting kich thich da va do da so véi 14% nhém
chung (42).

Céc thudc udng

Bén canh cac loai thudc bdi, cac loai thudc udng dugc sir dung nhuw mot bién phap két
hop hiéu qua trong diéu tri rdm mé. Tranexamic acid (TA) ndi 1én 1a mot tng cir vién hang
dau, tac dung chinh cia TA la giam arachidonic acid va tir d6 giam san xuat hormon kich
thich san sinh té bao hac t6 MSH (43). M6t nghién ctru khéc ciing chi ra TA gy giam nong
d6 VGEF va endothelin 1, ca 2 chat nay 1a nguyén nhan gy ra ting van mach tai ving ton
thuong (44). Céc tac dung khéng mong mudn cua TA bao gém truéng bung, dau dau, U tai,
rbi loan kinh nguyét va dac biét 1a thuyén tic tinh mach sdu (DVT) (43). Do tinh chit dic biét
nghiém trong ciia DVT, sang loc bénh nhan 1 can thiét truéc khi ding TA cho melasma.
KET LUAN

R&m mé la mot bénh 1y man tinh anh huéng téi ca van dé tham my va tam Iy caa bénh
nhan. Viéc diéu tri bénh phu vao nhiéu yéu té bao gdm mau sic da, chung toc, cac loai thube
san c6 va kha ning chi tra caa bénh nhan. Nguyén nhan gay bénh hét suc phirc tap l1am gia
tang thém do khé cho viéc diéu tri, viéc két hop chdng ning, chéng viém, tiéu diét té bao hac
t6 bang thudc va céc lieu phap khéc la quan trong trong diéu tri bénh.
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