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Caong trinh dugc hoan thanh tai: TRUONG DAI HOC Y HA NOI

Nguoi hudng dan khoa hoc:
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Luan an dugc bao vé trude Hoi dong cham Luan an cap Truong

C6 thé tim hiéu luan 4n tai cac thu vién:
- Thu vién Quéc gia
- Thu vién Truong Pai Hoc Y Ha Noi

- Thu vién thong tin Y hoc trung wong
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PAT VAN DE

R&m ma (melasma) 1a mot hién twong ting hic td (melanin) &
da mit, rat hay gip trén phu nit, dic biét & phu nit mang thai. RAm ma
khéng gy nguy hiém dén tinh mang, tuy nhién khi ram ma lan rong va
tién trién dai dang thi c6 thé gay anh huong dén thim my, tham chi dén
chit luong cudc sdng, nhit 13 & nhitng nguoi tré, hodc nhitng ngudi cd
cong viéc doi hoi giao tiép nhiéu.

R4m mé c6 co ché bénh sinh phirc tap. Cac yéu t6 nguyén nhan
lién quan dén ram ma 1a yéu t di truyén, anh ning mit troi (ANMT),
noi tiét td, sur dung mot sb thudc hodc my phém. .. Trong d6 sy thay doi
noi tiét t6 1a nguyén nhan gy ram ma duoc ndi toi nhiéu nhét. Hién
tuong ting cac noi tiét td estrogen va progesterone trong thoi ky mang
thai (mask of pregnancy) dugc cho la can nguyén chinh gdy ram ma
cho phu nir trong giai doan dac biét nay. Ti 1é rAim ma trén phu nir mang
thai rat thay doi, co thé chiém dén 50%-70%. Nghién ciu tai Iran,
Pakistan, nam Brazil va Phap cho thiy ti 1¢ phu nit mang thai bi ram ma
la 5-46%. Nghién ctru ctia Hoang Van Minh va cs tai Tp HCM vao nam
2003 thi ti 1€ nay l1a 8.77%.

R&m mé xuét hién trong thoi gian mang thai c6 thé thoai trién
sau sanh mot cach tu phat, trong d6 70% trudng hop bién mit hoan
toan trong vong mot nam sau sinh. Tuy nhién 1/3 truong hop ram ma
c6 thé kéo dai trong nhiéu nim sau d6 ma khong ré cin nguyén. Nhiéu
nghién ctru cho thay trong sudt thoi ky thai nghén, dic biét 1a trong 3
thang cudi, ndong do estrogen va progesterone ting cao trong mau da
kich thich cac té bao hic t& (melanocytes) ting tong hop hic td
(melamin). Sy gia ting ddng ké ctia ndi tiét td kich thich té bao hic t6
(MSH - Melanocyte Stimulating Hormone) trong 3 théng giita dén 3
thang cudi cua thoi ky mang thai ciing 13 yéu t6 kich thich ting tong
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hop héc t6 dang ké. Ngoai ra, cac yéu té khac c6 lién quan dén sy thay
d6i noi tiét t6 nhu ding thudc nglra thai, tri liéu thay thé bang
progesterone, rbi loan chirc ning budng tring hodc tuyén giap, u budng
trimg... ciing duoc dé cap dén nhu 13 yéu t6 sinh bénh hoc cua hién
tuong rdi loan héc t6 nay.

Cho dén nay, diéu trj rAam méa vin con nhiéu han ché. Pé diéu
tri ram ma c6 hiéu qua can sy két hop cua 3 yéu té chong ning - tiy
ram - loai bo yéu té nguyén nhan. Céc bién phap diéu tri ram méa dugc
nghién ciru va ing dung nhiéu trén ddi twong khong mang thai bao gdm
phuong phap tiy ram cd dién bang boi hydroquinone, vitamin A acid
(retinoids), udng cac vitamin... hay hién dai hon nhu laser, 4nh sang tri
liéu, t& bao gdc... @& mang lai mot sé két qua kha quan. Tuy nhién
khong phai tit ca cac bién phap nay déu ap dung dugc trén phu nit
mang thai. V&i dbi twong nay, cac phwong phap diéu tri doi hoi mang
tinh hiéu qua, dong thoi dam bao an toan cho ba me va thai nhi. Vi vay
cac phuong phap thudng duge chon Iya chi yéu 13 chng néng co hoc
(mang khau trang dting cach), kem boi chng ning, thudc boi azelaic
acid, vitamin C, thao duogc.

Trén thé gioi da c6 mot sé nghién ciru vé dic diém 1am sang,
céc yéu t6 khoi phat hodc nhimg yéu t6 1am ning tinh trang rAm ma ¢
phu nit mang thai. Tuy nhién cac nghién ciru xem xét sy thay doi ndi
tiét t6 trong thai ky c6 lién quan dén ram ma thi rat it. Dac biét chi c6
mot nghién ctru can thiép phong ngira sy phat trién ram ma trén phu nir
mang thai bé’lng kem chéng n'flng phé rong dugc thyc hién tai Ma-réc.
Hau nhu khong c6 cac nghién ctru can thiép dé tdy ram ma & phu nit
mang thai. O Viét Nam chwa c6 nghién ctru nao lién quan dén ram ma

trén phu nir mang thai, cling nhu cic bién phap can thiép ram ma trén
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dbi twong ndy. Vi thé chung toi thuc hién dé tai “Nghién ciru ram ma
trén phu nir ¢6 thai va mét sé bién phap can thiép” nhim:
1. Khao sat dic diém 1am sang va cac yéu t6 lién quan dén ram ma trén
phu nir ¢6 thai tai tai Bénh vién Pai Hoc Y Duoc, co so 4, tur 02/2011-
03/2013.
2. Xéc dinh ndng d6 noi tiét t6 estradiol (E), progesterone (P) va mbi
lién quan va&i lam sang rdm ma ¢ phu nit mang thai.
3. Panh gia hiéu qua mot sé bién phap can thiép trén ram mé & phu nit
mang thai.
NHUNG PONG GOP MOI CUA LUAN AN
- La nghién ctru dau tién va tuong d6i 16n vé ram ma (bao gém cac dic
diém 1am sang, dinh lugng ndi tiét t6 vd mot sd bién phap can thiép)
trén phu nir mang thai tai thanh phé H6 Chi Minh.
- Budc dau khao sat vé thay d6i nong do noi tiét td estrogen va
progesterone trén phy nir mang thai c6 va khong ram ma dé giup tim
hiéu vé bénh sinh rAm ma trén phy nit mang thai.
- Tim hiéu mot s6 bién phap can thiép, nham cai thién tinh trang ram
m4, nhung van dam bao an toan cho phy nit mang thai.
CAU TRUC LUAN AN

Luan an day 123 trang khong ké phu luc va tai liéu tham khao,
gom 4 chuong, 19 bang, 10 biéu d, 4 so d, 7 hinh anh minh hoa, 134
tai liéu tham khao (tiéng Viét 6, tiéng Anh 125, tiéng Phap 3) va phu
luc. B cuc ludn &n gém: dat vin dé 2 trang, téng quan 29 trang, ddi
tuong va phuong phap nghién ctru 20 trang, két qua 29 trang, ban luin
39 trang, két luan 2 trang, kién nghi 1 trang, dong gop cta dé tai 1 trang
va 2 bai béo c6 noi dung lién quan voi ludn an dd dugc cong bo.
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CHUONG 1. TONG QUAN TAI LIEU

1.1.Ra&m mé

R&m mé 1a tinh trang ting hic t6 méic phai, thuong gip trén
viing da tiép xtic voi anh ning. Bénh tién trién man tinh voi nhiéu dot
tai phat thuong xuyén va kho diéu tri.
1.1.1. Phén logi ram ma
- Dya trén 1am sang, rAm ma gom thé trung tim mit (63%), thé canh
budm (21%), va thé ham dudi (16%)
- Dya trén md hoc va soi dén Wood’s, ram ma gom dang thuong bi (70-
90%), dang trung bi, va dang hdn hop (24%)
1.1.2. CAc yéu t6 lién quan ram ma

C6 rat nhiéu yéu t6 lién quan dén ram ma, bao gdm: di truyén;
tiép xuc tir ngoai; thay doi ndng do ndi tiét té (estrogen, progesterone,
MSH, ACTH, LH, FSH) nhu trong mang thai; tri liéu néi tiét t5; bénh
noi tiét; my phim; mot sé thude; tim 1y... Trong d6 di truyén, noi tiét to
va ANMT doéng vai trd quan trong nht.
1.1.3. LAm sang va chén dodn

Déat mau nau/xam/xanh, kich thudc thay ddi, giéi han rd, khdng
déu hodc 16m dém, phan b déi ximng, uu thé & nhing noi tiép xtc anh
sang nhu tran, thai dwong, m4, gitta mat, miéng, cam, thuong khong
kém triéu ching chu quan (khong do, khong bong vay, khdng teo da,
khong ngira). Chan doan chi yéu dya vao 1am sang.
1.2. Ram ma & phu nir mang thai
1.2.1. Thay déi ngi tiét té lién quan dén rdm md & thai phu

Cac noi tiét td duoc cho 1a 6 lién quan dén sinh tong hop hic
t5 da la estrogen, progesterone, ACTH, MSH. Néng do estrogen,
progesterone va MSH ting vot tir tuan thir 7 dén tuan thr 12, sau do
tang cao dan trong sudt thai ky cho dén sau tuan thir 30.
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1.2.2. Sinh bénh hoc ting hdc t6 da trong thai ky

Tang héc t6 da trong thai ky 1a do sy gia ting cta ndi tiét t6 rau
thai, tuyén yén va budng tring. Té bao hic t& dugc ¢ véi noi tiét td
tuyén yén (1,25-dihydroxyvitamin D3, o-MSH, B-MSH, ACTH, FSH,
LH) hoic ndi tiét t budng tring (B-estradiol, progesterone) s& phinh to,
moc dudi gai, ting hoat tinh men tyrosinase va Tyrp-1. Trong thai ky té
bao hic té ting nhay cam khi ndng do estro-progesterone gia ting.

1.3. Céc bién phap dw phong va diéu tri rdm ma c6 thé dung dwoc
& thai phu

1.3.1. Chéng néng co hoc: tranh nang, nhat Ia tir 9 gio sang dén 16 gio
chiéu; doi mii rong vanh; mang khau trang-ging-tat bang chat liéu vai
soi day, khit va c6 mau sam khi ra nang.

1.3.2. Kem chéng ning

Kem chéng ning bao gdm chit chdng ning vé co (titanium
dioxide, oxide k&m) va chit chdng ning hiru co (chéng UVB-PABA,
cinnamates, salicylates, octocrylene, ensulizole...; chéng UVA-
benzophenones, avobenzone...). Chit chéng ning vo co khuc xa va
phét tan tia kha kién, tia tir ngoai (UVR), tia hong ngoai. Chat chng
néng hitu co hip thu UVR va chuyén n6 thanh ning luong nhiét. Cac
ché pham chéng ning c6 phd hip thu rong véi SPF > 30 va UVA-PF >
** [3 thich hop nhit cho viéc str dung hang ngay.

1.3.3. Thuéc boi ty ram
AZELAIC ACID (AzA)

AZA tac dung chong ting sinh va giy doc té bao c6 chon loc
trén céc té bao hic t6 ting hoat hoa. AzA trc ché c6 thé hdi phuc cac
men DNA polymerase, tyrosinase va cdc men hd hap cua ty lap thé.
Phan loai nguy co thudc trong thai ky theo FDA: B.

ASCORBIC ACID
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L-ascorbic-2-phosphate 1a mét dan xuat vitamin C tuong dbi
6n dinh, c6 tac dung lam giam géc ty do. Ascorbic acid 1a phwong thirc
diéu tri hd trg trong rAm ma. Tuy nhién hoat chat nay d& bj 6-xy héa va
céc ché pham c6 chira hoat chit nay thuong rat dit tién.

Chuong 2: POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twgng nghién ciru
2.1.1. Péi twong

Phu nit mang thai c6 hodc khong bi rim mé trong thai ky dén
kham tai Bénh vién Pai Hoc Y Duoc, co s& 4, tir 02/2011- 03/2013.
2.1.2. Tiéu chudn chin dodn

Chan doan ram mé dya vao 1am sang
2.1.3. Tiéu chudn chon bénh nhéin
- Nghién cieu ldm sang, yéu té lién quan rdm ma: thai phu bi ram ma
trong thoi gian mang thai, 6 y dinh giit thai, dong y tham gia
- Xdc dinh néng dp ngi tiét té va méi lién quan |am sang ram ma:
+ Thai phu c6 tudi thai 12-16 tuan théa mén tiéu chuan myc tiéu 1
+ Thai phu c6 tudi thai 12-16 tuan nhung khong bi rAm mé trong thoi
gian mang thai (nhém ching)
- Nghién citu hiéu qua diéu tri: thai phy c6 tudi thai 12-16 tuan thoa
mén tiéu chuan myc tiéu 1, khdng c6 cac bénh li tim, gan, than, phoi
niang, HIV/AIDS, va khéng ¢ chéng chi dinh dung thude
2.1.4. Tiéu chudn logi trir

Bi ting hic t6 trén da mat do cac nguyén nhan khéc (di truyén,
noi tiét, chuyén hoa, dinh dudng, nhiém ddc, bénh 4c tinh) hoic do ting
hic t& sau viém. Ddi vi nhom can thiép, thém cac tiéu chuén loai trix
sau:
- Khong tai khAm hoac khong tuén thu theo cac bién phap can thiép
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- P4 sir dung cac thudc boi c6 chira hydroquinone, tretinoin, steroids
hodc cac thubc udng co chira ddng van cta vitamin A (isotretinoin,
acitretin), steroids trong vong 6 thang trudc nghién ctru
- Tién str c6 dung 16t da bang hoa chét, vi bao da, laser tri liéu trong
vong 9 thang trude nghién ciru
- Di tng v6i mdt trong cac thanh phan cia thudc boi duge sir dung
trong nghién ctru
2.2. Phwong phap nghién ciru
2.2.1. Thiét ké nghién ciru
- Muc tiéu 1: nghién ctru mé ta cit ngang
- Muyc tiéu 2: nghién ctru bénh chirng
- Muc tiéu 3: nghién ctru can thiép c6 ddi ching két hop theo ddi doc
(tién ctru) theo thoi gian
2.2.2.Cé'mdu
- Muc tiéu 1

Cong thirc udc lugng mot ti 1€:
Z{ a;p(1-p)

I3 I3 dz 1
- Z: tri sO tir phén phdi binh thuong; o (sai lam loai 1)
- p: ti 1€ uoc tinh

n =

- d: sai s6 cua ude luong

Cac nghién ctru trude ddy cho thiy ti 16 cac rdi loan ting hic td
trong thai ky nhu ram ma, sam da duong giita bung, thAim quang vi,
tham cac nép 16n dao dong tir 5% dén 87,5% (tly nghién ctu) nén
trong nghién ctru nay chon p = 0,5 dé dam bao c6 ¢& miu 16n nhit. Vi
ky vong d khoang 4% va o 1a 5% thi ¢& mau it nhit can c6 cho nghién
cuu la 601.
- Muc tiéu 2

Cong thirc ude tinh ¢& mau cho nghién ctru bénh ching:
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“1+p(OR-1)
B +rp;
pP= 11+

B Z1—a/2\/(?" +Dp(1 —p) + Z1—,8v"?"p1 (1 —p1) +p2(1 — pz)z
- (2 —p1)?
n' |I 2(r+1)

nz—|1+ [1+——
4 \ n'rlp, — |

P2
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-
&

- Z: tri sb tir phan phdi binh thudng twong tng véi o (sai lam

loai 1) hodc B (sai 1dm loai 2)

- p1 la ti 18 c6 phoi nhiém trong nhom khéng bénh

- OR Ia ti s6 s6 chénh vé bénh giita nhém phoi nhiém so véi

nhom khong phoi nhiém

- 1: ti s6 ¢& mau giita nhom khong bénh va nhém bénh

o 12 5%, B 13 20% twong ng véi sitc manh théng ké 1a 80%:; p,
14 ti 1€ tang E hoac P trong nhdom khdng c6 ram m4, p; = 0,25 (nghién
ctru trude); OR 14 ti s6 s6 chénh vé rAm ma & nhom cé ndi tiét to ting
cao so véi nhom binh thuong, véi ky vong OR = 2,75; va ti s6 ¢& mau
1a nhu nhau (r = 1), thi ¢& mAu can cho mdi nhom 1 78.
- Muc tiéu 3

Cong thare wdc tinh ti 1€ cai thién rAm ma sau can thiép dwa vao
phép kiém Chi binh phuong McNemar:

_Ta (1 —mg)

(1 - 4): Tpiscordant = Tal(l — 7g) + w5(1 —1,)
(Zl—“/Z (p+1) + Z1—B\/((P +1)2-(p—-1) ZTTDiscordant)z
(¢ — 1) *Tpiscordant
7a la ti 1€ cai thién rdm ma trong thai ky khi khong c6 can thiép
(0%); mg la ti 1€ cai thién rdm ma sau can thiép (vai ky vong ti I€ cai
thién tinh trang rdm ma la 38% dua vao nghién cuu cua Lakhdar H va

Npair =
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cs); a = 0,05; B = 0,20 thi ¢& miu it nhat can thiét cho mdi nhém can
thiép trong nghién ctu la 19.
2.2.3. Vat ligu nghién ciru
Kem chéng ning UVEBLOCK® 30: Thanh phan 1a ethylhexyl
methoxycinnamate, salicylate, octocrylene, titanium dioxide... Tac
dung chdng UVB va UVA. Cach dong géi 1a dng kem 40ml, do Alpol
Cosmetique-Phap san xuit, va duoc cung cip boi Cty Duge Phim Sao
Khué.
Kem tiy ram ANZELA®: Thanh phin la AzA 200mg,
methylparahydroxybenzoate 0.5mg, propylparahydroxybenzoate 0.5mg
(trong 1g kem). Tac dung tri mun trimg c4, tri ting hic t6 da. Cach
dong goi 1a dng kem 10g, do Chung Gei Pham Co. Ltd san xuat, va
dugc cung cip bai Cong Ty TNHH Duge Pham Ngoc Chau.
Khéu trang SUBY®: Cau tao 2 16p day-chit bang vai cotton mau sam,
kich thudc di dai va rong. Noi san xuit va cung cap: 191/ 5, dudng Bai
Sy, phuong 4, quéan 6, thanh phd. H6 Chi Minh.Nghién ctu vién cung
cap cho thai phu.
Pén Wood’s: Céu tao gdm hop dén chira mot bong dén hinh vong tron
c¢6 ning luong 18w, phat ra chum tia sang c6 budc song 325nm. Xuit
xt tir Trung Qudc.
Thiét bi do mau (colorimeter) IMS Smart probe 400®: Cau tao may
gdm bd cam nhén c6 6 té bao quang hoc silicon, dén tungsten chira khi.
Kich thudce: 59 x 158 x 85 mm, trong lugng: 360g. Dién tich ving do
0.95 cm’. Dang biéu hién két qua: L*a*b* (L: 20-100).

2.2.4. Cic bwéc tién hanh
Héi bénh thu thap théng tin
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- Dic diém cua ddi twong, thoi quen chdng ning va ding my pham, thoi
gian khoi phat ram ma
Kham bénh
- X4c dinh rAm m4, thé 1am sang, loai ram ma, c4c rdi loan hic t6 trong
thai ky
- Panh gia mirc d6 ting hic tb cia ton thuong bang theo chi quan cua
thay thudc, theo chi s6 MASI, va theo may colorimeter
- C4c xét nghiém vé tim, phdi, chirc ning gan chi dugc thuc hién khi co
diu hiéu goi y va can thiét
- Ghi chép két qua vao bang thu thap sb liéu, chup hinh
Pinh hrgng nong d ndi tiét t6 E, P

Xét nghiém dua trén nguyén ly canh tranh, theo phuong phap
ECLIA (Electrochemiluminescence Immunoassay - mién dich dién hoa
phat quang).
Panh gia hiéu qua ciia mdt sé bién phap can thiép
- Bénh nhéan duogc phan thanh 3 nhdm can thiép theo thir tu boi AzA
(goi 1a nhém AzA), bdi kem chong ning (goi 1a nhém Uve), mang khau
trang (goi 1 nhdm KT) va dugc tu van ding céc bién phap can thiép
dung cach. Theo d&i 5/ 6 lan (1an 0, 1, 2, 3, 4/5) tir lac bt dau can thiép
(TO) va mdi thang dén khi sinh (T1, T2, T3, T4/5)
- Panh gia cac bién phap can thiép: mirc do ting hic t6, tac dung phu
- Hoi va tu van cach ap dung cac bién phap can thiép cua thai phu
- Ghi chép két qua vao bang thu thap sb liéu, chup hinh
2.3. Pia diém va thoi gian nghién ciru
- Nghién ctru 1am sang: tai Bénh vién Pai Hoc Y Dugc, co s¢ 4, tir
02/2011- 03/2013
- Xét nghiém: dinh lugng E va P tai Bénh vién Pai Hoc Y Dugc, co sé
4, tr 02/2011- 08/2012
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2.4. Xir i sb liéu:

S6 lidu duoc xir ly bang phan mém EpiData 3.1 va Stata 12.
- Théng k& mo ta: ding tan s va ti 16 phan trim. M6t s bién sb dinh
lwong s& duge mo ta bing gia tri trung binh va do 1éch chuén.
- Thong k& phan tich: V&i muc tiéu 1 va 2, kiém dinh Chi binh
phuong, ti s6 s6 chénh (OR) dé xac dinh mdi lién quan giita cac yéu td
v6i phan nhém MASI & ngudng ¥ nghia 1a 0,05. Cac yéu té c6 lién
quan duoc dua vao mo hinh da bién bang phuong phap hdi qui logistic.
Voi myc tiéu 3, thém kiém dinh Chi binh phuong McNemar, phan tich
theo di doc, hé s6 udc luong ciia mé hinh va khoang tin cay 95%.
2.5. Pao diwrc nghién ciru

Pay 1a nghién ctru quan sat va can thiép khéng xam lan, théng
tin dwoc ma hda. Bénh nhan c6 quyén tir chdi khdng tham gia nghién
ctru. Bé cwong nghién ciru d8 duoc Hoi dong chim dé cwong NCS cua
Truong Pai Hoc Y Ha Noi va Phong Nghién Cau Khoa Hoc cia Bénh
vién Pai Hoc Y Duoc thanh phé H6 Chi Minh xét duyét va théng qua.
Cac vat liéu dung trong nghién ciu khong co tac hai trén ddi tuong
tham gia nghién ciru d4 dugc ghi nhan trong y van. Phiéu thu thap di
liéu, cac file hd so duge luu trix can than.
2.6. Han ché cua dé tai
- La nghién ciru tai bénh vién nén két qua nghién ciru chua dai dién cho
cong dong.
- Nhiéu phuong phap diéu tri ram mé thong thuong khong dugc ap
dung do nghién ctru thyc hién trén thai phu.
- Chua thyc hién dugc dinh lugng AzA & thai phu trong nghién ctru.
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CHUONG 3: KET QUA NGHIEN CUU
3.1. Pic diém 1am sang va cac yéu t6 lién quan dén ram ma: 622
thai phy ram méa (88% MASI nhe/ vira, 12% MASI nang/ rat nang)

3.1.1. Déc diém lam sang c6 lién quan véi nhém MASI
Bang 3.1: Pac diém 1am sang co6 lién quan véi nhém MASI

MASI
Yéutd | Tansé (%) | Ning/rat | Nhe/ vira p OR (KTC 95%)
nang n (%) n (%)
Tannhang .
Co [.246(395) i 18(7.3) :228(927) 1 oo 1043(0.25-075)
Khong 1 376(605) : 58(154) :318(846) ;: TV i 1
Samdadwonggivabung . .
Co 1 371(596) : 58(156) ; 313(844) i 0, :2,40(138-418)
Khong 1 : 251(404) 1 18(7,2) 1.233(928) i T .. ... 1
Samdaquanhrén
Co s 341(54,8) @ 53(155) : 288(84)5) : 0.005 2,06 (1,23 - 3,46)
Khéng | 281(452) ' 23(82) | 258(91,8) i 1

3.1.2. Yéu t6 lién quan rdm ma c6 lién quan véi nhém MASI
Bang 3.2: Yéu t6 lién quan ram ma c6 lién quan v&i nhdém MASI

MASI
Yéuté | Tansé (%) | Ning/rit | Nhe/vira p OR (KTC 95%)
nang n (%) n (%)

TUO
<30tudi 1 235(378) | 13(56) | 221(944) I o 0q b 1
>30tdi 387(62,2) i _63(162) : 325(838) : '~ :3,30(177-613)
Tubithai
<12wén | 96(154) | 9(94) | 87(%06) : R
13-24tudn | 188(30,2) . 12(64) . 176(936) ; 0,003 ;0,66 (027 -1,62)
>25tuan 338(54.4) | 55(163) | 283(837): 11,88(0,89 - 3,96)
Sélansinh
Chua 241(388) 1 20(83) 1221 (9L7) i 1
Sinh1lan 321 (516) ; 43(134) | 278(86,6) : 0,012 |1,71(098-2,99)
Sinh>21an ' 60(9,6) 1 13(21,7) i 47.(783) i . 13,06 (1,42- 6,57)
Tién si rom md lan mang thairwée
co 1 204(328) | 36(17,6) : 168(824) 1 oo, 1 2.02(125-329)
Khong | 418(67,2) . 40(96) 1 378(904) i T i 1
Tiép xic ANMT e 9-16gio:
Khong | 59(95) i 2(34)_ | 57(966) ! L 1
15-30phit _: 195(314) ' 17(87) : 178(913) } o oe i272(061-1214)
30 phit—1gio; 122 (19,6)  16(131) : 106(86,9) : ~  14,30(0,96-19,37)
| 246 (39,5) i 41(16,7) ' 205(83,3) : 15,70 (1,34 - 24,28)
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3.1.3. Dic diém lam sang va yéu té lién quan ram ma khong co lién
quan véi nhém MASI

R&4m mé trong 3 thang dau thai ky chiém 58,7%; 99,8% la thé
canh budm; 76,7% ram mé hdn hop; 90,2% sam da quang vi.

C6 24,8% cb6 CKKN khoéng déu; chi 27,3% da ting dung thube
tranh thai; 37,9% co tién st gia dinh rdm méa; 92,4% khdng mang hoic
mang khiu trang khong dung céach; 77,3% khdng c6 thdi quen ding
kem chdng ning; 34,4% thuong xuyén dung my pham.

3.1.4. Phén tich da bién véi nhitng yéu to co lién quan nhém MASI
Bang 3.3: Phén tich da bién voi nhitng yéu t6 c6 lién quan

Yéuth OR | KTCos% | p

LTannhang
Co 0,39 0,22-0,70

P s SSTREER SRS 0,002
Khoéng 1

LM O
< 30 tuéi 1

T TSI EEES 0,002
>30wéi | 2,84 | 145-555

| Tidpxiie ANMIT (9 =36 gioy 7T
Khong 1
15-30 phit 3,19 0,70 - 14,64 0,135
30-60 phut | 4,60 . 099-2137 | 0,052
>60phit | 6,21 L 142-276 | 0,015

3.2. Khao sat ndng d¢ ndi tiét té E, P va mbi lién quan dén 1am sang
rdm mé ¢ phu nir mang thai
3.2.1. So sanh néng dp E va P ¢ phu ni# mang thai c6 va khong bi

ram ma (n = 165)
Bang 3.4: So sanh nong d6 E va P

. Ram ma

e O (0)
Yéu to Co n (%) Khong n (%) p OR (KTC 95%)
Estradiol 3151,3 3096,3 0.741 1,05
[TB + PLC] b (£1130,3) © (#10145) U T (0,79 - 1,40)*

__________________________________________________________________________________




CTang 51(637) | 58(682) | | 1
Progesterone | 425 | 416 | O 630107 """"
[TB + PLC] (+12,5) (+10,4) ’ (0,82 — 1,40)**
Tng@o 1 5@LY | 2059 |0 130(086-250)

Ting 55 (68,8) 63(741) i 1

don vi

* Sy khéc bict khi hon kém nhau 1000 don vi; ** Sy khac biét khi hon kém nhau 10

Nhdn xét: Nong do E va P khdng khac biét gitia 2 nhém (p > 0,05).

3.2.2. Moi lién quan giira E, P véi miee dé ram ma (n = 80)
Bang 3.5: Lién quan gitra E, P véi mirc d6 rdm mé

< % Giatri L .

Yeéu to Cao n (%) Thép n (%) p OR (KTC 95%)
Estradiol 3333,2 2905,1 0.095 1,41
[TB + PLC] (#1107,7) (#1129,9) ‘ (0,94 —2,11)**
Phan nhém Estradiol
Tang cao 20 (69) 9 (31) 0,118 | 2,14 (0,82 -5,58)
Ting 26 (51) 25 (49) 1
= 1,30

rogesterone 442 (+12,4) | 402 (+12,3) | 0,158

[TB = BLC] (0,90 - 1,88)***
Phan nhdm Progesterone
Tang cao 17 (68) 8 (32) 0,200 | 1,91(0,71-5,14)
Ting 29 (52,7) 26 (47,3) 1

* Phan nhdm L dya vao gia tri L trung binh (56,5) ctia 80 ca rdm ma4; **Sy khac biét

khi hon kém nhau 1000 don vi; *** Su khac biét khi hon kém nhau 10 don vi.
Nhdn xét: Nong do E, P khdng lién quan mirc ¢ ram ma (p > 0,05).
3.3. Panh gia cac bién phap can thiép ram ma & thai phu

C6 57 thai phy thugc nhdm boi AzA (41%), 40 (28%) thai phu
thugc nhém bdi Uve va 44 thai phu thuoc nhém mang KT (31%). C6
su twong dong giira cac nhom can thiép, ngoai trir phan loai ram ma
khac nhau gitra hai nhém mang KT va bdi Uve (p < 0,05).
3.3.1. Pdnh gid hiéu qud dwa trén chii quan ciia thiy thuéc
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p = 0,007 p =0,039 p = 0,046 p < 0,001 p < 0,001
mCaithiegndangké »Caithignnhe =Khéngthayddi sNanghon

Biéu db 3.1: Sy thay ddi danh gia chi quan qua cac lan theo ddi
Nhdn xét: Trong nhém AzA hoic nhom Uve, ti 1 cai thién ting dan.

Trong nhom KT, rdm mé& nang hon. C6 su khac biét gitta nhdm AzA va
nhom KT (p < 0,001), gitra nhém Uve va nhom KT (p < 0,001).
3.3.2. Ddnh gid hi¢u qud dwa trén chi sé MASI

- @l = Anzela == u = m UveBlock =@ Kh3u trang

Trung binh MASI
w

Lan 0 Lan 1 Lan 2 Lan 3 Lan 4 Lan 5
(B3t dau) ({sau 1thang) (Sau 2 thang) (sau 3 thang) (sau 4 thang) (sau 5thang)

P [ [ [ P
Anzela 0,358 0,041 0,064 0,892 0,197
Uwveblock 0,830 0,692 0,156 0,113 0,467
Kh3u trang 0,323 0,004 =0,001 =0,001 =0,001

Biéu db 3.2: Sy thay ddi diém MASI qua cic lan theo doi
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100

7 7 % % 7 % %
EERE B 7 7
o
80
75
70
65
60
55
50
45
40
35
30
35
20
15
10

5
0
[ % ny ] - ) ] 3 ay 1] & &y ] 3 ay [} x ny
T 8 § ¥ 2 § % 28 § ¥ B 5 ¥ B2 FE ¥ 3 &
€ o 5 c o 5 < o 5 c ] 5 c o 5 £ o 5
G g ’:|:n L g F:':;,“ < g ’:|:n < g ’:I:II q g ':|:u q g ':|:n
¥ » » 3 3 »
Lan 0 [n = 141) Lan1(n=141) [&n2(n = 141) L3n3(n = 141) Lan 4 [n = 135) Ln 5 [n = 129)
p=0275 p=0,401 p=0,126 p=0,286 p=0592 p=0,682
P P P p p
Anzela 0,317 0,157 0,157 0,674 0,655
Uveblock 0,999 0,999 0,317 0,046 0,480
Khau trang 0,999 0,317 0,025 0,008 0,005

Wihe i Trung binh 7% Nene
Biéu db 3.3: Sy thay ddi phan nhém MASI qua cac lan theo doi

Nhdn xét: khong c6 truong hop nao thuéc MASI rit ning. Sau 5 lan
theo ddi, & 2 nhom can thiép béi thi chi s6 MASI hau nhu khong doi, &
nhom KT thi diém MASI va phan nhém MASI ning hon (p < 0,05) tir
lan 3 (so voi 1an 0). C6 sy khac biét vé& diém MASI giita cac nhém can
thiép, cu thé 1a khéc biét giita nhom AzA va nhom KT (p < 0,001), su
khéc biét bit dau thé hién tir sau 4 thang can thiép (p = 0,01) va khac
biét gitra nhém Uve va nhém KT sau 5 thang can thiép (p < 0,05).
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3.3.3. Ddnh gid hiéu qud dwa trén gia tri L

57.5
= @l = Anzela «s oo UveBlock @ Kh3u trang
57
-
=
@ 56.5
oo
£
[
£
w 56
2
=
55.5
55
Lan 0 Lan 1 Lan 2 Lan 3 Lan 4 Lan 5
(B4t dau) (sau 1thang) (Sau 2thang) (sau 3thang) (sau4thang) (sau 5 thang)
P P P P P
Anzela 0,595 0,521 0,362 0,467 0,067
Uveblock 0,439 0,783 0,245 0,317 0,927
Kh3u trang 0,697 <0,001 <0,001 <0,001 <0,001
Biéu d6 3.4: Sy thay doi gia tri L qua cac l1an theo doi

100
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90
85
80
75

65
60
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uvebiock [N =
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whau trang. [ ..
AN\

I
R
.
N\
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50
a5

35
30
25
20
15
10

& <

Anzela
Uveblock
Khéu trang

Anzela
Uveblock
Khdu trang

An
Khdu trang
Uveblock
Uveblock
Khdu trang

Al
Uveblock
Khéu trang

Lan 0 (n=141) Lan 1 (n=141) Lan 2 (n=141) Lan 3 (n=141) Lan 4 (n=135) Ln 5 (n=129)
p=0,773 p=0,789 p=0,999 p=0023 p=0,732 p=0,145

p p p p p
Anzela 0,564 0,258 0,782 0,366 0,071
Uveblock 0,317 0,564 0,414 0,999 0,706
Kh3u trang 0,999 0,317 0,083 0,083 0,016

mcao #Thap

Biéu db 3.5: Sy thay d6i phan nhém L qua céc lan theo ddi
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Nhdn xét: Sau 5 lan theo ddi, & 2 nhom can thiép boi thi chi sb L hau
nhu khéng ddi, trong khi d6 & nhom KT thi gié tri L giam (p < 0,05) tir

lan 2 (so v6i lan 0)

hom gia tri L cao giam (p < 0,05) &

ann

hu ph
lan 5 (so v6i 1an 0). So sanh két qua danh gia dua trén gié tri L giira cac

, cing n

phuong phép sau 5 lan theo ddi cho thay khong co su khac biét vé gia
tri L cling nhu phan nhom gia tri L trén cac nhdm can thiép (p > 0,05).

3. 3. 4. Panh gia tac dung phu cia cac bién phap can thiép

e
<

w

=1

£
a

x

A Ih-
A’

Anzela Uveblocl

x

A\ AN
AN

Anzela Uvebloc

h:

A I

000000000000000000000
9999999999999999999

=

&
<

o

Uan3(n = 141) L'&n4 (n = 135) Lan5 [n = 129)

U'an2(n = 141)

p = KXB

p=0,333

p=0133

p=0,032

mC6 zKhong

Biéu db 3.6: Sy thay ddi ti 18 tac dung phu qua cac lan theo ddi

Nhén xét: O ca 2 nhom can thiép boi, tir 1an 3 khong c6 su khac biét vé

ti 18 tac dung phu so vé&i lan 0. O nhom AzA, tac dung phu phd bién
nhat 1a ngtra 31,6%, ké dén 1a d6 da 29,8%, cham chich va kho da cling
chiém ti 18 twong duong (17,5%). Tac dung bong rat chi xuat hién trong

4 truong hop. O nhom Uve, sb truong hop c6 tac dung phu thip hon

hén, véi ti 1& tac dung phu cao nhét 1a ngira va d6 da (hong ban) cling

chiém 10% (4 ca).
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CHUONG 4: BAN LUAN
4.1. Pic diém 1am sang va cac yéu t6 lién quan dén ram ma
4.1.1. DPic diém 1am sang va yéu té lién quan ram ma

Két qua nghién ciru cho thiy da s6 ram ma khoi phat trong 3
thang dau thai ky (59,7%), véi 99,8% thé 1am sang 1 canh budm, cac
tang héc t6 da trong thai ky gip trong hau hét truong hop. Cac dic diém
nay phu hop trong cac nghién ctru khac. Tuy nhién c6 76,7% loai ram
mé hdn hop va cac ton thuong hic td c6 sin (tdn nhang, mun rudi)
chiém ti 18 thip. Pidu ndy nguoc véi két qua cia cac nghién ciru trén
thé gi6i.

Tudi trung binh caa thai phu tham gia nghién ctru 12 31,3 + 4,1
tudi, tudi 1on nhit 1a 47 tudi, tudi nho nhit 1a 20 tudi. Tudi khoi phat
ram ma thuong gap > 30 (62,2%). Hon phan nira thai phu rAm ma mang
thai 3 thang cudi, da tung sinh con, khong co tién st rAm ma & lan
mang thai trude, khong c6 tién st dung thude tranh thai va khong c6
tién sir gia dinh rdm ma. Hau hét khong mang khau trang hodc khong
diing kem chéng ning dung cach. Két qua ndy pht hop véi két qua cua
c4c nghién ctru khac trong nude va trén thé gioi.

4.1.2. Méi lién quan giia C4c yéu té véi mike dj ram ma

Bang 3.1, 3.2, va 3.3 cho thdy mét s6 yéu t6 anh hudng dén do
ning ctia ram ma trong thai ky. Cac yéu té co lién quan rd rang voi
phan nhém MASI niang/rat ning (p < 0,05 trong phan tich da bién) Ia
“khdng hién dién tan nhang”, “tir 30 tudi tré 18n”, va “tiép xac ANMT
tir 9 — 16 gio mdi ngay hon 60 phat”. Cac yéu t6 c6 thé anh hudng dén
d6 nang ram ma la “co sam da duong gitta bung”, “cd sam da quanh
rén”, “mang thai 3 thang cudi”, “da sinh nhiéu 1an”, “c6 tién stt rAim ma
lan mang thai trude”(p < 0,05) nhung cac mbi lién quan nay khdng cé y
nghia thdng ké trong phén tich da bién.
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4.2. Khao sat nong d ndi tiét té E, P va méi lién quan véi 1am sang
rdm ma ¢ phu nir mang thai
4.2.1. So sénh nong dé E, P ¢ thai phu c6 va khdng bi ram ma

Két qua nghién ciru tir bang 3.4 cho thdy mic du lwong E trung
binh va ti 1& phan nhom E ting cao & thai phu c6 ram ma déu cao hon &
thai phu khdng ¢ rdm méa nhung khdng c6 ¥ nghia théng ké (p > 0,05).
Diéu ndy ching to ting hic td da khong phai chi do estrogen ma thong
qua vai tro cta nhiéu yéu t6 phdi hop. Vé ndng do P, két qua phan tich
bang phép kiém T va phép kiém Chi binh phuong ciing cho thdy khong
c6 mdi lién quan dén rdm ma. Trong do, ndng d6 trung binh va ti 18 cac
phan nhém P khong c6 su khac biét ¢ ¥ nghia thong ké giita nhom co
va khéng ram ma (p > 0,05).

4.2.2. Méi lién quan giiza néng dg E, P véi mikc dg ram ma

Bang 3.5 cho thay khong c6 sy khac biét vé ndng dé trung binh
E, hoic P giira hai nhom thai phu bi rAm ma ning (c6 gia tri L thip) va
nhém thai phy bi rAm ma nhe (c6 gia tri L cao). Mic du khi nong d6 E
tang 1000 don vi thi kha nang c6 ram ma nhe tang 41% (OR = 1,41;
KTC 95%: 0,94 — 2,11), hoic khi ndng d6 P tang 10 don vi thi kha
nang c6 ram ma nhe tang 30% (OR = 1,30; KTC 95%: 0,90 — 1,88),
nhung su khac biét ndy khéng cé y nghia thng ké (p > 0,05). Nghién
ctru cho két qua tuong ty khi phan tich trén phan nhém ndng do E hoic
P, trong d6 viéc ting cao ndng do E hodc P khoéng cd anh hudng cb ¥
nghia thong ké dén mirc 46 ram ma (p > 0,05).

Céc nghién ctru trén thé gioi vé sy anh hudng ciia nong do E, P
trén rdm ma cho két qua rat khac nhau. Trong nghién ctru cua
Benchikhi H, Hassan | thi nong d6 E ting giy ting ram mé; nguoc lai
Perez M cho ring nong d6 E giam giy ting ram ma. Twong tu, trong
nghién ctru ciia Hassan |, Sato M thi nong d6 P ting gy ting rdm mé;
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nguoc lai Perez M, Hall AM cho ring nong d6 P khong lién quan hoic
tham chi Wiedemann C cho rang ndng d6 P giam gy ting ram ma.
4.3. Panh gia cac bién phap can thiép ram ma & thai phu
4.3.1. Pdnh gid hiéu qud cria cac bign phap can thigp rdm ma
Bién phap béi AzA

Ti 1¢ cai thién rdam ma ting dan trong qua trinh diéu tri qua
danh gia chi quan cua thay thudc (biéu dd 3.1). Chi sé MASI c6
khuynh hudng khong thay dbi trong sudt thoi gian nghién ciu (biéu do
3.2 va 3.3). Gi4 tri L dao dong va c6 khuynh hudng tang khi so sanh
thoi diém bét dau va thoi diém két thuc nghién ciru can thiép (biéu d6
3.4 va 3.5). Mic du su thay d6i ndy khdng c6 khéc biét c6 y nghia
thdng ké (p > 0,05) nhung van c6 gia tri trong nghién ciru ndy. R&m mé
thuong khoi phat vao 3 thang dau thai ky, s& ting ning dan tir lac khoi
phat cho dén khi sinh. Piéu nay d4 dwoc ghi nhin trong y vin. Két qua
nghién ctru d4 cho thdy ram ma trong nhom AzA di giam ti 1¢ phan
nhom MASI ning tir sau thoi diém T3 hodc tir 52,6% thudc phan nhoém
L thap luc dau giam con 35,4% thudc phan nhom L thap luc sanh. Dién
tién nay kha phu hop véi tac dung ciia AzA.
Bién phap béi Uve

Ti 18 cai thién ram ma ting din trong qua trinh bdi Uve. Theo
danh gia chu quan cua thiy thudc, két thac nghién ciru c6 94,5% ram
mé trong thai ky s& giam hodc 6n dinh sau khi duoc boi chdng ning
dung cach (biéu d6 3.1), cao hon hin so voi két qua cua tac gia Lakhdar
H va cs. Chi sé MASI hoic gia tri L trong nhom Uve c6 khuynh huéng
khong thay dbi dang ké trong sudt thoi gian nghién ctru (biéu do 3.2,
3.3, 3.4, va 3.5). Mic du sy thay d6i ndy khong c6 khéc biét co ¥ nghia
thong ké khi so sanh tai thoi diém theo d6i sau can thiép Tx so véi thoi
diém bit dau can thiép TO (p > 0,05) nhung van c6 gié tri trong nghién
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ctru ndy. Két qua nghién ctru dé cho thay da s6 ram mé trong nhom boi
Uve d4 khong dién tién ning hon va ciing khong c6 cai thién, ti 1é ram
ma & nhoém Uve on dinh tirc ¢6 phan nhém L cao 1a 97,2% (48,6%/
50%) sau 5 théang theo ddi. Tuy nhién c6 2,8% bj ting hic t6 da thong
qua bién s6 L giam va chuyén tir phan nhém L cao sang phan nhém L
thap. Nghién ctru ctia Lakhdar H va cs cho thay 79% phu mir mang thai
bi rAm mé s& giam hodc on dinh sau khi dwoc bdi chdng ning ding
céch; chi ¢6 2,7% xudt hién rAm ma trong thai ky, thip hon hin so véi
ti 1€ rAim ma trong thai ky dd dugc ghi nhin trong y van hodc trong cac
nghién ctru ¢ trude. Nhu vay so sanh két qua ctiia hai nghién ciru (da
trén gia tri L) vé& hiéu qua boi kem chdng ning phd rong cho thay ti 1¢
ram ma 6n dinh cao hon va ti 1¢ bi ting hic t5 da thap hon tai thoi diém
cudi thai ky trong nghién ctru ctia chung toi so v&i nghién ciru cia tac
gia Lakhdar H va cs. Tuy nhién khuynh huéng cia két qua cua ca hai
nghién ciru 13 viéc tu van cua bac si phdi hop sir dung kem chng néng
phd rong d4 gop phan cai thién va ngin ngira ram ma, dic biét & phu nir
mang thai.
Bién phip mang KT: dién tién ram mé ning hon trong nhom nay.
4.3.2. So sanh hiéu qud giita cic nhém can thiép

Theo danh gia chu quan ctia bac si, (hom AzA hoac nhom Uve
¢6 hiéu qua nhu nhau (p > 0,05) va déu cho két qua vuot troi so voi
nhom KT (p < 0,05) tir sau can thiép 3 thang (T3). Theo danh gia dua
trén chi s6 MASI, nhém AzA giam ram ma mot cach khac biét so véi
nhom KT tir sau 4 thang can thiép (p = 0,01), nhém Uve cho hiéu qua
rd hon nhom KT tai thoi diém trude sanh (p < 0.05), va khong co su
khéac biét gitra nhom AzA va nhém nhom Uve sau 5 thang theo doi (p >
0,05). Theo danh gia dya trén gi4 tri L, khdng c6 su khac biét vé hiéu
qua gitra cac nhom can thiép (p > 0,05).
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4.3.3. Pdnh gid tic dung phu cia cac bién phap can thiép

Biéu d6 3.6 cho thay kem AzA va kem chdng ning Uve déu co
tdc dung phu khi bdi, ngoai trir phwong phap mang KT. Trong nhdm
AzA, tac dung phu nhu ngtra da, do da, cham chich, khé da Xuét hién
nhiéu sau thang dau tién diéu tri, khac biét co ¥ nghia théng k& so voi
hai nhém con lai (p < 0,01), sau d6 giam hin va khong con tac dung
phu sau 5 thang theo ddi. Trong nhém Uve ti 1¢ tac dung phy tuong ddi
thip hon nhom AzA (7,5%) va chi gip trong 3 thang dau, dén thang thir
tu khong con théy xuét hién tac dung phu nira, khac biét khong co6 y
nghia thdng ké so véi nhom KT (p > 0,05).

KET LUAN

Qua nghién ctru trén 622 phu nir mang thai bi rdm ma, tu
02/2011 dén 03/2013, tai Bénh vién Pai Hoc Y Duoc, co s6 4, ching
t61 dua ra cac két ludn sau:
1. Pic diém 1am sang va céc yéu t6 lién quan dén ram ma
- Hon 1/2 thai phu bi rAm ma trong 3 thang dau, 99,8% thé canh buém;
76,7% ram ma hdn hop; 90,2% c6 sam da quang vi; 59,6% cd sam da
duong gitra bung; 39,5% tan nhang.
- R&m ma thuong gap ¢ thai phu > 30 tudi, mang thai 3 thang cubi, da
tirng sinh con; 32,8% c6 tién sir ram ma khi mang thai; 27,3% d tung
dung thudc tranh thai; 37,9% c6 tién sir gia dinh ram ma; 39,5% tiép
xuc anh ning hon 60 phut mdi ngay; hiu hét khéng mang KT hoic
mang KT khong dung cach; 77,3% khong c6 thoi quen thoa kem chdng
nang.
- Cac yéu tb anh hudong dén d6 ning cua ram ma la “khong hién dién
tan nhang”, “tir 30 tudi tré 18n”, va “tiép xic ANMT tir 9 -16 gio> hon
60 phat mdi ngay”.



26
2. Thay déi nong d¢ ni tiét t6 E, P va méi lién quan véi ram ma
- Nong d6 E va P ting cao trong thai ky nhung khong khac biét giira
thai phu c6 va khdng bi ram ma. Nong do cac noi tiét t6 ndy khdng anh
hudng dén do nang cua ram ma xuét hién trong thai Ky.
- Thai phu bi ram ma c6 sam da duong gilra bung hodc sam da qu?mg
vi thi kha ning c6 ndng d6 E hoic P ting cao hon gip 3-5 lan so véi
thai phu bi rAm mé khong c6 cac dau hiéu nay.
3. Hi¢u qua ciia mdt s6 bién phap can thiép
- Nhém AzA c6 cai thién 1am sang ting dan, cai thién rd nhat tir sau 3
thang can thiép. Nhém Uve c6 cai thién 1am sang it thay doi, cai thién
nhe lac trude sanh. Nhém mang KT ¢6 rAm mé ning dan.
- So sénh hiéu qua gitra cac nhom: bdi AzA hoic bbi Uve cé tac dung
vuot trdi hon mang KT trong cai thién ram ma & phuy nit mang thai,
khong c6 su khac biét gilra hai phuong thirc boi can thiép.
- Tac dung phu: déu nhe va bién mét sau 4-5 thang.

KIEN NGHI

- Gi40 dyc nhiam ndng cao hiéu biét vé rdm ma, cac bién phap ngin
ngira va can thiép ram ma, dic biét trong dbi twong mang thai.

- Kem chdng ning phd rong c6 hiéu qua ngin ngira ram ma & phuy nir
mang thai. Cac thay thudc san phu khoa, da liéu, ndi khoa téng quéat nén
tu van cho phu nit ding kem chdng ning phd rong nhu 1a mot phan
trong cham séc thai san, gitip phu nit mang thai giam nguy co phai déi
mat voi viée diéu tri rAm ma.

- C6 thé sir dung kem AzA 20% dé diéu tri ram ma & thai phu.

CAC NGHIEN CUU KHOA HQC PA CONG BO
LIEN QUAN PEN PE TAI LUAN AN
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PREFACE

Melasma is a phenomenon that increases melanin in the facial skin, is
very common in women especially during pregnancy. Melasma does not
endanger life. However, the spread of melasma and its persistent progression
may affect the aesthetic and even the quality of life, especially in young people,
or those whose job requires a lot of communication.

Melasma has complex pathophysiological mechanisms. The causal
factors, which are related to melasma, are genetic factors, sunlight, hormone,
use of drugs or cosmetics. In those factors, hormonal changes are mostly
mentioned. The phenomenon of increasing the estrogen and progesterone
hormones during pregnancy (mask of pregnancy) is said to be the main cause
leading to malasma for women in this particular period. The ratios of melasma
on pregnant women are variable, can account for 50% -70%. Researches in Iran,
Pakistan, southern Brazil and France showed that the proportion of pregnant
women made up 5-46%. While another research carried out by Minh Hoang Van
et al in Ho Chi Minh City in 2003 showed that the rate was 8.77%.
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Melasma appears during pregnancy may regress spontaneously post
parturition, in which 70% of cases disappear completely within a year after
giving birth. However, 1/3 cases may persist for many years afterward and the
cause is unknown. Many studies have shown that, during pregnancy especially
during the third trimester, estrogen and progesterone levels in the blood
stimulates melanocytes which activates melanin synthesis. The significant
increase of Melanocyte Stimulating Hormone (MSH) in the second and the third
trimester of pregnancy is also a factor that stimulates the melanin synthesis
significantly. In addition, other factors related to hormonal changes such as the
use of oral contraceptive pills, progesterone replacement therapy, ovarian or
thyroid dysfunction, ovarian tumors are also mentioned to be pathogenetic
factors of this melanin disorder.

Until now, treatments for melasma are still limited. In order to cure
melasma effectively, we need to use a combination of three factors including
protecting skin from sunlight, removering melanin and avoiding causal factors.
Treatments were studied and applied on unpregnant women including classic
melanin removing therapy by applying hydroquinone, vitamin A acid (retinoid),
oral vitamins or more modern methods such as laser, light therapy, stem cells
that has brought some positive results. However, not all these methods are
applied on pregnant women; as the treatment for this group is required to bring
efficiency, while ensuring the safety for the mother and fetus. Therefore, the
mostly chosen methods are mainly mechanical sunsblock (wearing proper
mask), sunscreen creams, azelaic acid cream, vitamin C and herbal.

There have been some studies in the world on the clinical
characteristics, triggering factors or factors that aggravate the melasmic situation
in pregnancy. However, the studies related to the effect of hormonal changes
during pregnancy on melasma are not many. Especially, there has been only one

interventional research, that prevents the development of melasma in pregnant
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women by using broad-spectrum sunscreen, carried out in Morocco, and almost
no interventional research related to removing melasma in pregnant women. In
Vietnam, there has been no study of melasma in pregnant women, as well as
interventional methods to prevent or remove melasma in this population.
Thereby, we have implemented the study named "Research on melasma in
pregnant women and some interventional methods" to:

1. Study the clinical characteristics and factors related to melasma in pregnant
women at University Medical Center HCMC, branch 4, from February 2001 to
March 2013.

2. Determine the concentrations of estradiol (E), progesterone (P) and the
correlation with clinical chracteristics of melasma in pregnancy.

3. Evaluate the effectiveness of some interventional methods on melasma in

pregnant women.

NEW CONTRIBUTIONS OF THE THESIS

- This is the first and the relatively large study on melasma (including clinical
characteristics, the hormonal determination and some interventional methods) in
pregnant women in Ho Chi Minh City.

- Initial survey that focus on the changing levels of estrogen and progesterone in
pregnant women with or without melasma in order to understand the
pathogenesis of melasma in pregnant women.

- Search some interventional methods to improve the melasma situation, but still

safe for pregnant women.

STRUCTURE OF THE THESIS
This thesis has 123 pages excluding appendices and references, including four
chapters, 19 tables, 10 charts, 4 diagrams, 7 illustrations, 134 references (6 in
Vietnamese, 125 in English, 3 in French) and appendices. The layout of thesis
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includes: preface 2 pages, overview 29 pages, objects and methods of the study
20 pages, result 29 pages, discussion 39 pages, conclusion 2 pages,
recommendation 1 page, the contribution of the thesis 1 page, and 2 articles
related to the thesis have been published.
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CHAPTER 1: DOCUMENT OVERVIEW

1.1. Melasma

Melasma is an acquired hyperpigmentation, which is common on
exposed skin to sunlight. It is a chronic progressive disease with frequent
relapses and difficult to treat.
1.1.1. Melasma classification
- Based on clinical symptoms, melasma consists of centrofacial (63%), malar
(21%), and mandibular (16%) patterns
- Based on histology and Wood's light, melasma includes epidermal (70-90%),
dermal , and indeterminate (24%) types
1.1.2. Factors related to melasma

There are many factors related to melasma, including genetics; UVR
exposure; hormonal changes (estrogen, progesterone, MSH, ACTH, LH, FSH)
such as pregnancy, hormonal therapy, endocrine diseases; cosmetics; several
medicines; psychology... In that genetics, hormones and sunlight plays the
most important role.
1.1.3. Clinical symptoms and diagnosis

Melasma is shown by brown/gray/blue macules, variable size, clearly
limited, uneven or blotchy, symmetrical distribution, dominant in areas
exposed to sunlight such as forehead, temples, cheeks, and chin. There are no
subjective symptoms (no redness, no exfoliation, no itching). The diagnosis
relies on clinical symptoms.
1.2. Melasma in pregnant women
1.2.1. Hormonal changes related to melasma in pregnant women

The hormones related to the biosynthesis of melanin of skin are
estrogen, progesterone, ACTH, MSH. The level of estrogen, progesterone and
MSH increased dramatically from 7™ to 12" week, then increased gradually

during pregnancy until after the 30" week.
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1.2.2. Pathogenesis of skin hyperpigmentation in pregnancy

Hyperpigmentation during pregnancy is due to the increasing of
placental, pituitary and ovarian hormones. Melanocytes were incubated with
pituitary hormones (1,25-dihydroxyvitamin D3, a-MSH, f-MSH, ACTH, FSH,
LH) or ovarian hormones (B-estradiol, progesterone) will be swollen and
dendritic, increasing of tyrosinase activity and Tyrp-1. During pregnancy
melanocytes increase activity when the concentration of estro-progesterone
increases.

1.3. Preventative methods and melasma treatments applicable to pregnant
women

1.3.1. Mechanical sunsblock: avoid the sun, especially from 9 am to 16 pm;
wear wide-brimmed hat; wear thick, tight and dark gloves and mask when
being outside.

1.3.2. Sunscreen cream

Sunscreen consists of inorganic sunblock substances (titanium
dioxide, zinc oxide) and organic sunscreen ones (anti UVB-PABA,
cinnamates, salicylates, octocrylene, ensulizole ...; anti UVA-benzophenones,
avobenzone ...). Inorganic sunblock substances refract and disperse visible
rays, ultraviolet rays (UVR), infrared rays. Organic sunscreen substances work
by absorbing UVR and converting them into heat energy. The broad spectrum
sunscreens with SPF > 30 and UVA-PF > ** is most suitable for daily use.
1.3.3. Bleaching agents
AZELAIC ACID (AzA)

AzA has selectively anti-proliferative and cytotoxic effects on
activating melanocytes. AzA inhibits reversibly DNA polymerase enzyme,
tyrosinase enzyme and mitochondrial enzymes of the respiratory chain.
Classification of drugs in pregnancy of FDA: B.
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ASCORBIC ACID

L-ascorbic-2-phosphate is a stable vitamin C derivative, which has an
effect on reducing free radicals. Ascorbic acid is a supporting treatment in
melasma. However, this substance is susceptible to oxidation, and preparations

containing this active ingredient are usually very expensive.

Chapter 2: RESEARCH METHODOLOGY

2.1. Study participants
2.1.1. Participants

Pregnant women with or without melasma examined at the University
Medical Center, branch 4, from 02/2011- 03/2013.
2.1.2. Diagnosis criteria

Melasma was diagnosed based on clinical characteristics.
2.1.3. Inclusion criteria
- to describe the clinical characteristics and factors related to melasma:
pregnant women with melasma during pregnancy, and agree to participate in
the study.
- to examine the level of E, P and relationship with melasma status:
+ Gestational age at 12-16 week, meet criteria of objective 1
+ Gestational age at 12-16 week without melasma during pregnancy (as a
control group)
- to evaluate the effectiveness of the interventions: gestational age at 12-16
week, meet criteria of objective 1, without a severe malfunction of the heart,
liver, kidneys, lungs, HIV infection/ AIDS, or a contraindication of the topical
agents.
2.1.4. Exclusion criteria

Experience facial hyperpigmentation due to other causes, caused by

genetics, endocrine, metabolism, nutrition, toixicity, malignancy, or post-
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inflammatory hyperpigmentation. For the intervention groups, add the
following exclusion criteria:
- No show up for appointment or fails to comply with the methods
- Use topical agents containing hydroquinone, tretinoin, steroids or other oral
medications containing agonists of vitamin A (isotretinoin, acitretin), steroids
within 6 months prior to study
- Have history of using chemical peels, microdermabration, laser therapy
within 9 months prior to the study
- Allergic to the ingredients of topical medications used in the study
2.2. Study methods
2.2.1. Study design
- Objective 1: cross-sectional design
- Objective 2: case-control design
- Objective 3: intervention study with control group in combination with
prospective observation.
2.2.2. Sample size
- Objective 1
The formula to estimate a proportion was used:
e, p(1—p)

§ L
d 2
- Z: value from standard normal distribution; a (type 1 error)

n =

- p: estimated proportion

- d: expected estimation error

The previous studies showed that the rate of hyperpigmentation
during pregnancy including melasma, darkening of the linea alba on the
abdomen, darkening of the areola, darkening of large folds ranged from 5% to
87.5% (depending on the study), and thus p = 0.5 was chosen for this study to
ensure the largest sample size. With expected estimation error (d) of 4% and a

of 5%, the sample size should be at least 601 participants.
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- Objective 2

Sample size formula in the case-control study was used:
i OR

“1+p(0R-1)
By + T,
P= 14+r
Z1—a/2\/(?" +1Dpd —p) + Z1—B\/7"P1 (1 —p1) +p.(1 — pz)z
r(pz — p1)?
n' |I 2(r+1)

n=—|1+ |'l+|,—
4 \ n'rlp; — pyl

P2

-
&

- Z: value from standard normal distribution corresponding to a level

(type 1 error) or f (type 2 error)

- p1 proportion of exposure in hon-melasma group

- OR: Odds Ratio regarding melasma among exposure and non-

exposure groups

- r: sample ratio between melasma and non-melasma groups

Alpha (o)) was set at 5%, B at 20% corresponding to statistical power
at 80%; p, was the proportion of increasing E or P in non-melasma group and
was set at p; = 0,25 (based on previous studies); OR was the Odds Ratio
regarding melasma in women with higher increasing hormon level versus
women with normal increasing hormon level, and was expected to be OR =
2.75; and balance sample size with ratio at r = 1, sample size needed for each
group was 78.
- Objective 3

Formula to estimate proportion of improvement after intervention
based on McNemar Chi square:

. ma(l —75)

el - T4): Tpiscordant = Mall — ) + mp(l — 1wy)
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2
(Zl—“fz ((P + 1) + Zl—ﬁ\/((p + 1)2 - ((P - 1) ZT{Discordant)

((P - 1)27'7Discordant
na proportion of melasma improvement during pregnancy without

Npair =

intervention (0%); mg proportion of melasma improvement after intervention
(this proportion was expected to be 38% based on study by Lakhdar H et al); o
= 0,05; B = 0,20. The minimum sample size needed for each group of
intervention was 19.

2.2.3. Study material

Sunscreen UVEBLEOCK® 30: consists of ethylhexyl methoxycinnamate,
salicylate, octocrylene, titanium dioxide,... With anti-UVB and anti-UVA.
Packing is a 40ml cream tube, a ALPOL Cosmetique-French production, and
is provided by Sao Khue Pharmaceutical Company.

Bleaching cream ANZELA®: consists of AzZA 200mg,
methylparahydroxybenzoate 0.5mg, propylparahydroxybenzoate 0.5mg (in 1g
cream). The effects on acne, skin hyperpigmentation. Packing is a 10ml cream
tube, a Chung Gei Co.Ltd production, and is provided by Ngoc Chau
Pharmaceutical Company.

Mask SUBY®: thick cotton with tight fabric, two dark layers with at least one
black layer. The size is large enough to cover the entire two cheeks and long
enough to cover the lower eyelid and under the chin. The researcher provided
masks for pregnant women.

Wood’s lamp: includes circular light box containing a circular lamp with 18W
power, emitting a light beam with a wavelength of 325nm. Originated from
China.

Colorolorimeter IMS Smart probe 400®: includes sensors with 6 optical
silicon cells, gas tungsten lamp. Dimensions: 59 x 158 x 85 mm, weight: 360g.
Area of 0.95 cm2 measured. Form expression results: L *a * b * (L *: 20-
100).
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2.2.4. Data collection
Interview patients to collect information
- Characteristics of the study participants, habit (sun exposure, wearing mask,
sunscreen, cosmetic use), time of melasma onset
Examination
- Confirm melasma, clinical patterns, melasma types, melanin disorders in
pregnancy
- Assess the increase of melanin in lesions by 3 methods: subjective
assessment from physician, MASI index, and colorimeter
- The tests on heart, lungs, liver function were performed only when there were
possible signs
- Record the results in data form, take pictures
Quantification of E, P

Quantification of E, P hormones in the blood was conducted using
electrochemical luminescence immune (ECLIA). The test is based on the
principle of competition.
Assessing the effectiveness of some interventions
- Patients were divided into 3 groups according to the order to use: AzA
(named as AzA group), sunscreen (named as Uve group), masks (named as
Mask group). Counsel the patients to use proper interventions and to avoid the
factors that contribute to aggravating melasma. Patients were followed up 5 or
6 times (time O, 1st, 2nd, 3rd, 4/5 time) at baseline (TO) and at each visit
monthly until delivery (T1, T2, T3, T4/5).
- Assess interventions: level of increase melanin, side effects
- Counsel the patient on how to apply the intervention properly
- Record the results on the data collection form, take pictures
2.3. Place and time of study
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- Clinical research: at University Medical Center HCMC, branch 4, from
02/2011 to 03/2013.
- Testing: quantify E, P at University Medical Center HCMC, branch 4, from
02/2011 to 08/2012
2.4. Data analysis: data were analysed by Epidata3.1 and Stata 12.
- Descriptive statistics: presented by frequency, percentage, mean and
standard deviation, and in tables, figures.
- Analytic statistics: For objective 1 and 2, the Chi-square test was used to
determine the relationship between related factors and MASI group at
statistically significant level at p=0.05. The related factors were then analysed
in multivariate model to control the impact of others variables using logistic
regression. For objective 3, McNemar Chi-square test was used to assess the
difference in proportion of improvement before and after interventions,
longitudinal analysis technique based on mixed effect model was also
employed to assess the change of indicators by time.
2.5. Ethics

This study is a non-invasive study, information were coded and
patients can decline to participate in the study. Research proposal was
approved by Post-graduate Committee of Ha Noi Medical University and by
Health research Department of University Medical Center in Ho Chi Minh
city. The materials used in this study had no harmful effects on participants
and were confirmed in the literature. All data collection forms and the
electronic files were stored carefully.
2.6. Limitations

This study was conducted at the hospital, so the findings are not
representative for the community.The study was conducted on pregnant
women, so many intervention methods are unfeasible. Determinating the

concentration of AzA in blood of pregnants was not carried out in this trial.
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Chapter 3: RESULT OF THE STUDY
3.1. Clinical features and factors related to melasma: 622 melasmic women
(88% MASI mild / moderate, 12% MASI bad/severe)

3.1.1. The clinical features associated with group MASI
Table 3.1. The clinical features associated with group MASI

Frequencies MASI -
Factors (%) Bad/ Severe mild/ p OR (IC 95%)
(%) moderate (%)
Freckles .
Yes i 246(39,5) 1 18(7.3) | 228(927) '} 505 -043(0.25-075)
No i 376(60,5) | 58(154) i 318(846) i i 1
Darkening of the linea albaon the abdomen . . . ____
Yes . 371(596)  58(156) . 313(844) i ., :240(138-418)
No 7 251(404) i 18(7.2) i 233(928 i 1
Darkening of the umbilicus . .
Yes | 341(548) | 53(I55) [ 288(845) 1 206 (L23-346)
No 1 281(452) @ 23(82) : 258(918) : ! 1
3.1.3. Melasma-related factors associated with group MASI
Table 3.2: Melasma-related factors associated with group MASI
Frequencies MASI -
Factors (%) Bad/ Severe mild/ p OR (IC 95%)
(%) moderate (%)
A L
<30yearsold | 235(378) | 13(56) i 221 (944) i i 1
> 30 yearsold ; 387 (62,2) ; 63(16,2) ; 325(8338) ; " :330(L77-613)
Ageof fetus .
S12weeks i 96(154) i 9(94) i 87(90,6) __: A A
13- 24 weeks : 188(30,2) ;  12(64) . 176 (93,6) :0,003; 0,66 (0,27 - 1,62)
>25 weeks_ 338 (54,4) 1 55(163) i 283(837) i . 1,88 (0,89 - 3,96).
Number of giving bitrh .
None . 1 241(388) : 20(83) : 221(9L7) : i 1 .
lgivenbirth : 321(516) ; 43(134) : 278(866) :0,012:1,71(0,98-299)
>2givenbirth: 60(9,6)  13(21,7) i 47(783) i 1 3,06 (1,42 - 6,57).
History of melasma in previous pregnancy . ... ___________
Yes ... {204 (328) | 36(17,6) | 168(824) ! 0.004 1 2,02(1,25-3.29)
No ... 1. 418 (67,2) ;. 40(9,6) : 378(904) ;... 1 .
Sunlightexposure from9am -4pm ...
No . . .:.59(9%) . 2@4) . _. 57.(966) 1 1 .
15-30 minutes | 195 (314) 1~ 17(87) (1 178(9L3) i, 110¢12,72(0,61-1214)
30-60 minutes ; 122 (19,6) ; 16 (13,1) : 106(86,9) ™ :4,30(0,96 - 19,37)
> 60 minutes | 246 (39,5) | 41(16,7) | 205(833) 15,70 (1,34 - 24,28)
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3.1.4. The clinical features and melasma-related factors not associated with
group MASI
Melasma in the first trimester accounted for 58,7%; 99,8% in malar
pattern; 76,7% in indeterminate type; 90,2% with darkening of the areola.
There are 24,8% with irregular menstrual cycle; 27,3% used oral
contraceptives; 37,9% had a family history of melasma; 92,4% did not use face
masks or wore them improperly; 77,3% did not apply sunscreens; 34.4%
regularly use cosmetics.
3.1.5. Multivariate analysis with the relevant factors
Table 3.3: Multivariate analysis with the relevant factors

Factors OR 1C 95% p
L RreCKles .
Yes 0,39 0,22-0,70
—————————————————————————————————————————————————————————————— 0,002
No 1
L AGe OrOUD L
< 30 years old 1
----------------------------------------------------------- 2 0,002
>30 yearsold | 2,84 1,45-5,55
| Sunlight exposure (9am —-4pm) ____ ...
No 5 1 :
15-30 minutes 3,19 | 0,70-14,64 0,135
30-60 minutes 4,60 0,99 -21,37 0,052
> 60 minutes ; 6,21 v 1,42-2716 0,015

3.2. Survey on the concentration of E, P and the relationship to clinical
melasma in pregnant women

3.2.1. Compare E, P concentrations in pregnant women with and without
melasma (n = 165)

Table 3.4: Compare E, P concentrations

Melasma
0,
Factors Withn (%) | Withoutn (@) | P | OR(CS5%)
Estradiol | 31513 1 30063 | o, | 1,05
[mean + SD] p (#11303) 1 (+10145) ‘ (0,79 - 1,40)*



| Highinrease | 29063 | ZTGLE) s | 122(064-233)
Increase 51 (63,7) 58(68,2) :

Progesterone | 2s s 0630 T
[mean + SD] (+12,5) (+10,4) ; (0,82 — 1,40)**
Hignincesse | 25@19) | 2059 | 130(086-250)

Increase 55 (68,8) 63 (74,1) | 1

units each.

* The difference when less than 1000 units each; ** The difference when less than 10

Comment: there is no difference in E, P levels between the 2 groups (p>0.05).

3.2.2. The relationship between E, P and level of melasma(n = 80)

Table 3.5: The relationship between E, P and level of melasma

L value 0

Factore High n (%) Low n (%) o] OR (IC 95%)
Estradiol 3333,2 2905,1 0.095 1,41
[mean % SD] (#1107,7) (#1129,9) ‘ (0,94 —2,11)**
Subgroup Estradiol
High increase 20 (69) 9 (31) 0,118 | 2,14 (0,82 -5,58)
Increase 26 (51) 25 (49) 1
= 1,30

rogesterone 442 (+12,4) | 402 (+123) | 0,158

[mean £ SD] (0,90 - 1,88)***
Subgroup Progesterone
High increase 17 (68) 8 (32) 0,200 | 1,91(0,71-5,14)
Increase 29 (52,7) 26 (47,3) 1

* Subgroup L based on the average value of L (56.5) of the 80 cases of melasma; **
The difference when less than 1000 units each; *** The difference when less than 10

units each.

Comment: E, P levels unrelated to level of melasma (p>0,05).

3.3. Evaluation of interventions in melasmic pregnant women

There are 57 pregnant women belong to AzA group (41%), 40 (28%)

belong to Uve group, and 44 belong to Mask group (31%). There are
similarities between the intervened groups, except there is a difference in
melasma types between the Mask group and Uve group (p<0.05).



4
3.3.1. The effects based on doctors’ subjective assessment
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Figure 3.1: changes subjective assessment through time tracking

Comment: In the AzA or Uve group, the improvement rate increase gradually.
In Mask group, melasma is worsing. There is a difference between AzA and
Mask group (p<0.001), Uve and Mask group (p<0.001).

3.3.2. Evaluation of the effect based on the index MASI

- @l = Anzela == === UveBlock e [Vask

Average of MASI
w

Visit 0 Visit 1 Visit 2 Visit 3 Visit 4 Visit 5
(Initial) (after 1 (after 2 (after 3 (after 4 (after 5
month) month) month) month) month)
P P P P P
Anzela 0,358 0,041 0,064 0,892 0,197
Uveblock 0,830 0,692 0,156 0,113 0,467
Mask 0,323 0,004 <0,001 <0,001 <0,001

Figure 3.2: the index MASI changes through time tracking
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Anzela 0,317 0,157 0,157 0,674 0,655
Uveblock 0,999 0,999 0,317 0,046 0,480
Mask 0,999 0,317 0,025 0,008 0,005

MG #Moderate #severe
Figure 3.3: subgroup MASI changes through time tracking

Comment: no cases of severe MASI. After 5 times of tracking, the index
virtually unchanged in the 2 groups AzA and Uve, the index MASI became
worse in Mask group (p<0.05) from the 3" time (compared to time 0). There
are differences in the index MASI between intervened groups, specifically
between AzA group and Mask group (p<0.001), the differences start to appear
after 4 months of intervention (p=0.01) and the difference between the Uve
group and Mask group after 5 months of intervention (p<0.05).
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3.3.3. Evaluation of the effect on the value of L
57.5
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Average of L value

55.5

55
Visit 0 Visit 1 Visit 2 Visit 3 Visit 4 Visit 5
(Initial) (after 1 month)(after 2 month)(after 3 month)(after 4 month)(after 5 month)

P P P P P
Anzela 0,595 0,521 0,362 0,467 0,067
Uveblock 0,439 0,783 0,245 0,317 0,927
Mask 0,697 <0,001 <0,001 <0,001 <0,001

Figure 3.4: changing value L through time tracking
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Visit 0 (n = 141) Visit 1 (n =141) Visit 2 (n = 141) Visit 3 (n = 141) Visit 4 (n = 135) Visit 5 (n = 129)
p=0,773 p=0,789 p=0,999 p=0,923 p=0,732 p=0,145

P P P P P
Anzela 0,564 0,258 0,782 0,366 0,071
Uveblock 0,317 0,564 0,414 0,999 0,706
Mask 0,999 0,317 0,083 0,083 0,046

mHigh % Llow

Figure 3.5: changing subgroup L through time tracking
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Comment: After 5 times of tracking, the index L is almost constant in two

eas in Mask group the value L decreased

—

groups intervened by creams, whe

0 time 0 ), as well as in subgroup the high

+—

(p<0.05) from 2" time (compared

value L decreased (p<0.05) at 5th time (compared to time 0). Comparing the

ue L between methods after 5 times of

evaluated results based on the va

ifference in value L as well as subgroups
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value L on the groups (p>0.05).
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3. 4. Assess the side effects of interventions
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Figure 3.6: changing of the rate of side effects through time tracking

Comment: In the 2 intervened groups by creams, from 3" time there is no

difference in the rate of side effects as compared to time 0. In AzA group, the

most common side effects are itching 31.6% , followed by redness 29.8%

stinging, dry skin with equal proportion (17.5%). Burning appear only in 4

cases. In Uve group, cases with side effects are much lower, with the highest

rate of side effects is itching and redness (erythema) make up 10% (4 cases).
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CHAPTER 4: DISCUSSION

4.1. The clinical characteristics and factors relating to melasma
4.1.1. The clinical characteristics and factors relating to melasma

The results of the study showed that the majority of melasma started
in the first trimester (59,7%) with 99,8% the clinically malar pattern. The
hyperpigmentation during pregnancy can be seen in most cases. These features
are consistent with other studies. However, there are 76,7% indeterminate type
and available melanotic lesions (freckles, nevi) occupies low percentage. This
is in contrary with the results of other studies in the world.

The average age of pregnant women participated in the study was
31.3 £ 41, the oldest one was 47, the youngest was 20. The age at onset of
melasma was 30 or older. More than half of melasmic pregnant women were in
the third trimester, had baby, no history of melasma in previous pregnancies,
no history of taking oral contraceptives and no family history of melasma.
Most of them did not wear face mask or apply sunscreen properly. This results
is relatively consistent with the results of other studies in Vietnam and in the
world.
4.1.2. The relationship between factors and levels of melasma

Table 3.1, 3.2, and 3.3 showed that some factors affect the severity of
melasma during pregnancy. The factors related to MASI bad/ severe obviously
were "no freckles", "30 and older", and "sunlight exposure more than one hour
per day during 9:00 am-4:00 pm". Other possibly affecting factors are

7 on

"darkening of the linear alba on the abdomen”, "darkening of the umbilicus",
“the last trimester", "giving birth many times", "history of melasma in previous
pregnancies” related to MASI bad/ severe but not statistically significant in

multivariate analysis (p < 0,05).
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4.2. Survey on concentrations of E, P and correlation with clinical
malasma in pregnant women
4.2.1. Comparing concentraion of E, P in pregnant women with and without
melasma

The results of table 3.4 showed that although the average level of E
and the ratio of high increase E subgroup in melasmic pregnant women
increased much higher than in unmelasmic pregnant women but this has no
statistical significance (p>0.05 ). This showed that skin hyperpigmentation was
not only caused by estrogen, but also caused by other coordinated factors. For
the P concentration, the results analyzed by T-test and Chi-square test also
showed no relationship to melasma. In that, there was no statistical meaning of
the average P concentration and ratio of P subgroups between the melasmic
group and the unmelasmic one (p> 0.05).
4.2.2. The relationship between the concentration of E, P with the level of
melasma

Table 3.5 showed that there are no differences in the average
concentration E, or P between the two groups of servere melasmic pregnant
wowen (low level L) and mild melasmic pregnant women (high level L).
Although when the concentration of E increased 1000 IU more likely mild
melasma would increase by 41% (OR = 1.41; 95% CI: 0.94 to 2.11), or when
the concentration of P increased by 10 IU mild melasma would increase by
30% (OR = 1.30; 95% CI: 0.90 to 1.88), but this difference had no statistical
meaning (p> 0.05). Research showed similar results when analyzed E or P
subgroups, in which the increase of E or P concentrations had no statistical
influence on the level of melalsma (p> 0.05).

Studies in the world on the influence of the concentrations of E, P on
melasma brought up different results. In the study of Benchikhi H, Hassan I,
the increase of concentration E caused melasma; in contrary Perez M said that
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the decrease of concentration E led to melasma. In the study by Hassan I, Sato
M, the increase of concentration of P caused melasma; while Perez M, Hall
AM P stated that concentration P was not relevant or Wiedemann C said that
the decrease of concentration P caused melasma.
4.3. Evaluation of interventions in melasmic pregnant women
4.3.1. Assess the effectiveness of interventions for melasma
Aza method

The rate of melasmic improvement increase during treatment through
doctors’ subjective evaluation (figure 3.1). The MASI index tended not to
change during the study period (figure 3.2, 3.3). The value L fluctuated and
tended to increase when compared to the beginning and the end of the
interventional study (figure 3.4, 3.5). Although this change did not have
statistical meaning (p> 0.05) but still valuable in this study. Melasma usually
started in the first 3 months of pregnancy, and would become gradually more
aggravative until giving birth. This had been noted in the medical literature.
Results of the study showed that melasma in AzA group decreased the ratio of
subgroup with severe MASI after period of three months or from 52.6% of
subgroup with initially low L declined to 35.4% of subgroup low L at birth.
This development was quite consistent with the effects of AzA.

Uve method

The rate of melasmic improvement increased during Uve applying
period. By the end of the study, 94.5% of melasma would decrease or become
stable with applying sunscreens properly during pregnancy (figure 3.1), the
results were much higher than the author Lakhdar H’s one. The MASI index or
the value L in Uve group tended not to change much during the study period
(figure 3.2, 3.3, 3.4, 3.5). Although, this change had no statistical meaning
when comparing at the time of follow-up Tx intervention to the start of the
intervention TO (p>0.05), but this still valuable in the research. The results of
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the study showed that the majority of Uve group did not aggravate nor
improved. Melasmic rate was stable in subgroup that had a high L is 97.2%
(48.6% / 50%) after 5 month tracking. However, there was a 2.8% melanotic
increase through low variable L and moved from high L subgroup to low L
subgroup. Research by Lakhdar H et al showed that 79% of melasma in
pregnant women would reduce or become stable after applying sunscreens
properly; only 2.7% had melasma during pregnancy, much lower than the
melasmic ratio had been reported in the medical literature or in previous
studies. Thus, comparing the results of the two studies (based on the value L)
on effective broad-spectrum sunscreen showed the ratio of stable melasma in
this study was much more and the ratio of increasing melasma in this study
was less than the ratio in the research by Lakhdar H et al at the end of
pregnancy. However, the tendency of the results of both studies was a doctor’s
advice, which is an application of broad-spectrum sunscreen, to improve and
prevent melasma, especially in pregnant women.
Mask method: melasma progressed aggravatedly.
4.3.2. Comparing the effectiveness between the intervened groups

Basing on doctors’ subjective evaluation, AzA group or Uve group
had the same effectiveness (p> 0.05) and results were outstanding compared to
Mask group (p<0.05) after 3-month intervention (T3). According to the based
MASI index, melasma in AzA group decreased noticeably compared to Mask
group after 4-month intervention (p = 0.01), Uve group had a much better
effectiveness than Mask group at the time of giving birth (p <0.05), and no
differences between AzA group and Uve group after 5-month follow-up
(p>0.05). According to the assessment of the value L, there is no difference in

effectiveness between the interventional groups (p>0.05).
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4.3.3. Assess the side effects of interventions

Chart 3.6 showed that cream AzA and broad-spectrum sunscreens Uve
have adverse effects when applied, except for face-mask wearing method. In
AzA group, side effects such as itching, redness, stinging, xerosis appears the
most in the first month of treatment. The difference was statistically significant
compared to the two other groups (p < 0.01), then reduced and remained no side
effects after 5-month follow-up. Uve group had relatively lower side effects than
AzA group (7.5%) and only happened in the first 3 months, no side effects in the
4™ month. The difference was not statistically significant when compared to
Mask group (p>0.05).

CONCLUSION

Through the study on 622 melasmic pregnant women from february
2011 to march 2013, at the University Medical Center, branch 4, we made the
following conclusions:
1. Clinical characteristics and melasma-related factors
- More than a half of pregnant women have melasma in the first trimester,
malar pattern accounts for 99.8%; indeterminate type makes up 76,7%; 90.2%
have darkening of the areola; 59.6% have darkening of the linear alba on the
abdomen; 39.5% have freckles.
- Melasma is common in pregnant women over 30 years old, in the last
trimester, given birth; 32.8% had a history of melasma when pregnant; 27.3%
used oral contraceptives; 37.9% had family history of melasma; 39.5%
exposed to sunlight more than 1 hour a day; most of them have not worn face
mask or worn face mask improperly; 77.3% haven’t had a habit of using
sunsreens.
- Factors affecting the severity of the disease are "no freckles”, "30 or older",
"sunlight exposure 9am — 4pm more than 1 hour a day".
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2. Changing concentrations of E, P and their relationship with melasma

- E, P concentrations increase during pregnancy but did not differ between
women with and without melasma. The concentrations of these hormones do
not affect the severity of melasma that appear during pregnancy.

- In melasmic pregnant women with darkening of the linear alba on the
abdomen or darkening of the areola, the concentrations of E or P is 3-5 times
higher than those with melasma without these signs.

3. The effectiveness of some interventional methods

- AzA group has clinical improvement incrementally, the most obvious
improvement can be seen 3 months after the intervention. Uve group has a
slight clinical improvement, improved a little before giving birth. Melasma in
Mask group aggravates.

- Comparing the effectiveness between the groups: treating melasma in AzA
group or Uve have much better improvement than in Mask group in pregnant
women. There is no difference between the two interventional methods.

- Side effects: mild and disappear after 4-5 months.

RECOMMENDATIONS

- Educate people to enhance understanding of melasma, preventative measures
and interventional methods, especially in pregnant women.

- Broad-spectrum sunscreens that effectively prevent melasma in pregnant
women. The obstetricians and gynecologists, dermatologists, internists and
general doctors should advice women to use broad-spectrum sunscreens as part
of antenatal care programme, help reduce the risk of facing melasma treatment.
- AzA20% cream can be used for the treatment in melasmic pregnant women.
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