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LOI CAM DOAN

T6i xin cam doan day 1a cong trinh nghién ctru cua riéng t6i. Cac sb
liéu, két qua néu trong luan an ndy 14 trung thuc va chua ting duoc ai cong
bd trong bat ky cong trinh ndo khac. Tdi xin hoan toan chiu trach nhiém véi

|61 cam doan cua minh.

Nghién ctru sinh

Lé Thai Van Thanh
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Ha Noi
— Ban Giam Hi¢u Dai Hoc Y Dugc Thanh Phé Ho Chi Minh
— B0 Moén Da Liéu Truong Pai Hoc Y Ha Noi
— B9 Mon Da Liéu Dai Hoc Y Dugc Thanh Phd H6 Chi Minh
— Bénh Vién Da Liéu Trung Uong
— Bénh Vién Dai Hoc Y Dugc Thanh Phé Ho Chi Minh
— Tét ca phy nir mang thai tham gia trong nghién ctru ndy
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PGS.TS.BS. TRAN HAU KHANG
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Vi 10ng kinh trong va biét on vo cling siu sic, toi xin tran trong giri
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PGS.TS.BS. TRAN LAN ANH
PGS.TS.BS. NGO THI KIM PHUNG

Nhiing ngudi Thay C6 tryc tiép hudng dan, hét 10ng gilp d5, chi

bao, dong vién tdi cd ging hoc tap va hoan thanh luan an.
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T6i xin chan thanh cam on cic ban bé, dong nghiép trong chuyén
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PAT VAN PE

R&m ma hay nam ma (melasma) 1a mot bénh 1y da lanh tinh, thé hién bang
nhiing ddm nau, den hodc den nau, c6 kich thuée béng hat dau xanh, khu tra &
ma nhat 12 hai gd ma. Nhilng dém nay xuat hién do tang hic to (melanin). Bénh
thuong gap ¢ phu nit mang thai 3 thang dau, ngudi dung thudc tranh thai, bi bénh
phu khoa va nhitng ngudi ¢ tudi man kinh, tién man kinh. R4m méa khéng gay
nguy hiém dén tinh mang, tuy nhién khi rdm ma lan rong va tién trién dai dang
thi ¢6 thé gay anh hudng dén tham m¥, tham chi dén chat luong cudc song, nhat
la & nhirng ngudi tré, hodc nhimg ngudi co cong viée doi hoi giao tiép nhiéu.

Ram ma c¢6 co ché bénh sinh phirc tap. CAC yéu t6 lién quan dén ram ma la
di truyén, 4nh nang mat trdi (ANMT), néi tiét td, sir dung mot s thude hodc my
pham... , trong d6 sy thay d6i ndi tiét td 12 nguyén nhan gy ram ma duoc noi toi
nhiéu nhat. Hién twong ting cac noi tiét to estrogen va progesterone trong thoi ky
mang thai dugc cho 1a can nguyén chinh gdy rdm mé cho phu nir trong giai doan
dic biét ndy. Ti 16 rAm ma trén phu nit mang thai rat thay doi, c6 thé chiém dén
50% [1] — 70% [2]. Nghién ctru tai Iran, Pakistan, nam Brazil va Phap cho thay ti
I¢ phu nir mang thai bi ram ma la 5-46% [3], [4], [5], [6]. Nghién ctru ctia Hoang
Van Minh va cs tai Tp HCM vao nam 2003 thi ti 1€ nay 1a 8.77% [7].

R&m mé xuét hién trong thoi gian mang thai ¢d thé thodi trién sau sanh
mot cach ty phat, trong d6 70% truong hop bién mat hoan toan trong vong mot
nam sau sinh. Tuy nhién 1/3 trudng hop ram ma c6 thé kéo dai trong nhiéu nam
sau d6 ma khdng rd can nguyén. Nhiéu nghién ctru cho thiy trong suét thoi ky
thai nghén, dic biét 1a trong 3 thang cudi, ndng do estrogen va progesterone ting
cao trong mau da kich thich cac té bao hic t6 (melanocytes) ting tong hop hic t6
(melamin). Su gia ting dang ké cua noi tiét t kich thich té bao hic t6 (MSH —
Melanocyte Stimulating Hormone) trong 3 thang giira dén 3 thang cudi cta thoi
ky mang thai [8] ciing 1a yéu t6 kich thich tang tong hop hic td dang ké. Ngoai
ra, cac yéu td khac c6 lién quan dén su thay d6i noi tiét to nhu ding thudc ngira

thai, tri liéu thay thé bang progesterone, rdi loan chirc niang budng tring hoic



tuyén giap, u budng trimg. .. ciing dugc dé cap dén nhu 13 yéu té sinh bénh hoc
cta hién tuong rdi loan hic té nay.

Cho dén nay, diéu tri rAm ma van con nhiéu han ché. Dé diéu tri rAm ma
c6 hiéu qua can su két hop cua 3 yéu to chong ning - tdy ram - loai bo yéu té
nguyén nhan. C4c bién phap diéu tri rim ma duoc nghién ctru va ing dung nhiéu
trén ddi tuong khong mang thai bao gom phuong phép tay ram c6 dién bang boi
hydroquinone, vitamin A acid (retinoids), uéng cac vitamin... hay hién dai hon
nhu laser, anh sang tri liéu, té bao gdc... dd mang lai mot sb két qua kha quan.
Tuy nhién khdng phai tat ca cic bién phap nay déu ap dung dugc trén phuy nir
mang thai. V6i ddi twong nay, cac phuong phap diéu tri ddi hoi mang tinh higu
qua, dong thoi dam bao an toan cho ba me va thai nhi. Vi vay cac phuong phap
thuong duoc chon Iya chu yéu 1a chdng niang co hoc (mang khau trang ding
cach), kem bdi chéng nang, thudc bdi azelaic acid, vitamin C, thao duoc.

Trén thé gigi da c6 mot s6 nghién ciu vé dac diém 1am sang, cac yéu t6
khéi phat hodc nhitng yéu to 1am ning tinh trang rdm méa & phy nit mang thai.
Tuy nhién cac nghién ciru xem xét sy thay d6i noi tiét t6 trong thai ky c6 lién
quan dén ram ma thi rat it. Pac biét chi c6 mot nghién ciru can thiép phong ngira
sy phét trién ram ma trén phy nit mang thai bang kem chong nang pho rong,
duogc thyc hién tai Ma-rdc [9] va hau nhu khong c6 cac nghién ciru can thiégp dé
tay rAm ma o phu nir mang thai. O Viét Nam chua c6 nghién ctru nao lién quan
dén ram ma trén phu nir mang thai, ciing nhu cac bién phap can thiép ram ma
trén d6i tuong nay. Vi thé chdng t6i thuc hién dé tai “Nghién céeu ram ma trén
phu nir ¢6 thai va mot s6 bién phap can thi¢p” nham:

1. Khdo sdt dic diém lam sang VA CAC Yéu to lién quan dén ram md trén phy

Nt co thai tai tai Bénh vién Dai Hoc Y Duoc, co so 4, tir 02/2011- 03/2013.
2. Xdc dinh nong do néi tiét t6 estradiol, progesterone va méi lién quan Véi
Iam sang ram ma ¢ phu nir mang thai.
3. Pdnh gid hiéu qua Mt so bién phdp can thiép trén ram ma ¢ phu ni

mang thai.



CHUONG 1
TONG QUAN

1.1. RAM MA O PHU NU MANG THAI
1.1.1. Sinh ly tao sic td da

Mau da binh thuong cta nguoi thay d6i tir mau trang, hong toi mau vang,
nau, den. C4c thanh phan tao nén mau da bao gdém hic t6 melanin (mau nau),
oxyhemoglobin trong mao mach trung bi (d6), deoxyhemoglobin trong tiéu tinh
mach trung bi va ha bi (xanh duong), carotene (vang) [10]. Su phdi hop da dang
giita melanin va hemoglobin trong da tao nén mau sic ciia da ngudi. Hac té cang
day dic, trong lugng phan tir cang cao, do tap trung hic td cang nhiéu thi mau da
cang t6i [7].
1.1.1.1. Té bao hic té (melanocyte)

Té bao hic 6 tong hop héc t6 nau (melanin), quy dinh mau sic cta da va
toc, dong thoi bao vé da chdng lai tac hai cua tia tir ngoai (UVR — ultraviolet
ray). Vé céu tric, té bao hic t6 ¢6 dang canh cay, duoc biét hoa tir nguyén bao
hac t6 (melanoblast), c6 ngudn gbc tir mao than kinh [11], [12]. Ngay sau khi dng
than kinh déng lai, cac té bao hic t6 phat trién thanh té bao hoan chinh va di
chuyén dén nhiéu noi khac nhau trong co thé nhu mét (biéu mé hac t6 véng mac,
méng mat, mang mach), tai (dai mach trong dc tai), hé than kinh trung wong
(mang mém), chat nén cta toc, niém mac, da [13]. Tin hiéu nao tac dong truc tiép
dén qua trinh nay van dang duoc nghién ctu [11], [14].

O da, té bao hic t6 khu tra tai 16p day coa thuong bi, s it & trung bi
huéng tua nhanh qua céc 16p té bao biéu mé simg (keratinocyte) va chuyén cac
hat hac t6 cho té bao nay (hinh 1.1). Thuat ngir “don vi hic t6 thwong bi” mo ta
mot té bao hic t6 nam xen giira 10-12 té bao day va khoang 36 té bao biéu mo
strng [14], [15]. Tin hiéu tir cac té bao sing co chirc nang diéu hoa su sdng sot,

sy moc tua, su tao hic td va cac thu thé biéu hién trén bé mit cua té bao hic t6.



té bao hat

té bao gai

té bao Langerhans (4%)

té bao Merkel

mang day

té bao sic t6 (3%)

Hinh 1.1: Sy phan bé cia té bao hic t6 va “don vi hic t6 thwgng bi”[16]

Mat do té bao hic té thay d6i khac nhau trong co thé. O moi ching toc co
khoang > 2.000 té bao hac t6 trén mdi millimet vudng trén da dau va tréan,
khoang 1.000 té bao hic to trén mdi millimet vudng trén da viing con lai cta co
thé. Té bao sing va yéu td ting trudng nguyén bao soi (FGF2) diéu chinh sb
lugng té bao hic t6 trong thuong bi. S6 luong té bao hic tb giam cling voi tudi.
Tai nhirng ving khong tiép xac véi anh sang, ching giam khoang 6% dén 8%
mdi 10 nam.
1.1.1.2. TGi hdc té (melanosome)

Trong bao twong cua té bao hic td ¢ chira cac “thi hac t6” da phan tur
duogc goi 1a melanosome. TUi hic t6 14 bao quan dic biét hinh elip, noi tong hop
va du trit hac t§, dy trit men tyrosinase Va Xay ra cac hién twong sinh hoa hinh
thanh hat hic t6 (hinh 1.2) [15]. Khi qué trinh tong hop hat hic t6 hoan thanh, tai
hic t6 chira day hat hic td s& dugc dua vao trong té bao simg bang cach chuyén
dén dau chop cua cac tua té bao hac td, thit lai va rung vao khoang gian bao. Cac
té bao simg ké bén hoic s& thuc bao hoidc hoa mang véi cac ti nay. Khi dé vao
bén trong té bao simg, cac tii hic t6 c6 xu hudng phan tan trong bao tuong, phi
Ién phan trén cua nhan té bao, gilp bao vé té bao khoi UVR [11], [12]. Viéc hap



thu nay tang tuyén tinh & mirc 720-620 nm va sau d6 ting theo cép s6 nhan &
nhitng budc song ngan hon (300-600nm) [17]. Hat hic t6 ¢6 &i luc 16n vi DNA.
Khi vao bén trong té bao simg, c4c hat hic t 1am viéc nhu mot may ra soat
nhitng gbc tu do tao ra do 4anh sang, nham bao vé DNA té bao [14], [18]. Tai
thuong bi, té bao stmg 1ién tuc bong ra, cho nén viéc tong hop va van chuyén cac
tdi hic td tir cac té bao hic to dén cac té bao simg ciing dién ra lién tuc [14] dé

duy tri hic t6 trén da.

Hinh 1. 2: San xuat va phan b hat hic t6 trong thuong bi [16]

Nguoi ta thdy rang, gitra ngudi da trang va ngudi da den khong co su khac
nhau vé sb lugng, mat do té bao hic t6, nhung khac nhau vé kich thudc va su
phan b cua tai hic t6 trong té bao biéu mo. O ngudi da sim mau thi kich thude
tdi hic t6 I6n hon (0,5-0,8 um) va ndm rai rac trong bao twong, trong khi & ngudi
da trang thi cac tdi hac 6 lai c6 kich thudc nho hon (0,3-0,5pm) va duoc boc
trong mot bao chung [14], [19].
1.1.1.3. Héc té ciia da

Hac t6 melanin 1a mot protein mau (chromoprotein) dugc tong hop tir té

bao hac td. T nhitng nam 1916-1921, Bruno-Bloch tim thdy mot chat khong



mau 1a DOPA c6 kha niang bi oxy héa thanh hac t6 dudi anh huéng cia DOPA
oxidase [20]. Nam 1953-1954 Fitzpatrick va Lerner d@ Xac nhan qua trinh trén va
phét hién ra mot chat khéac 1 tyrosine ciing tham gia vao qua trinh tao hic t6 cia
da [21]. Qué trinh nay dugc tom tat nhu sau: tyrosine (trong mau) + tyrosinase
(dugc hoat héa boi protein-dong) + tia tir ngoai — tién hic to6 DOPA + DOPA
oxidase + oxy DOPA-quinone va cac quinone khac + tyrosine + oxy — melanin.
Tyrosinase (tyrosinase, tyrosinase-related protein 1-Tyrp 1 va DCT) c0 lién quan
dén qué trinh tao thanh hat hic td, san xuat eumelanin (hic t6 nau den) va

pheomelanin (hic t6 vang do).

CON DUGNG SINH TONG HOP MELANIN
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So dd 1. 1: Con duong sinh tong hop eumelanin va pheomelanin [20]

Cysteine c6 vai trd trong sy hinh thanh hic t5. Su c6 mat hay ving mit
Clia cysteine quy dinh phan @ng tong hop eumelanin hay phenomelanin tuong
mg. Budc dau 1a san xuat cysteinyldopa. Sau d6 cysteinyldopa bi oxy héa thanh
trung gian cia benzothiazine, cudi cling tao ra pheomelanin. Qua trinh san xuat
eumelanin chi bat dau sau khi cysteinyldopa can kiét. Ty 1é giita pheomelanin va

eumelanin dugc xac dinh boi hoat dong ctia tyrosinase va cysteine. Khi khéng cé



cysteine (glutatione), dopaquinone dugc bién d6i thanh cyclodopa
(leukodopachrome), roi thanh dopachrome. C6 hai con dudng suy thoai
dopachrome, mét 1a tir DHI (dopa 5,6 dihydroxyindole) véi mot ty 1€ 16n hon, hai
la tr DHICA (5,6 dihydroxyindole-2-carboxylic acid) véi ty 1¢ thap hon, DCT
xuc tac qua trinh nay (Tyrp 2-DCT). Cuédi cling, nhimg dihydroxyindoles nay
duoc oxy hoa thanh melanin (so do 1.1) [20].

Eumelanin 1a hop chit cao phéan tir c¢6 tinh kiém, mau nau, khéng tan.
Eumelanin c6 thé bi oxy hoa khi c6 cac ion kim loai va tao thanh hic t sang
mau hon [10], [17]. Eumelanin hap thu va phan tan tia cuc tim, giam mirc do
xam nhap va tac hai cua 4nh nang vao da [22]. Pheomelanin Ia hac t6 c6 tinh
kiém, vang nhat. Pheomelanin c6 thé bi oxy hoa va tao ra cac gbc tu do dudi tac
dong ciia UVR, gdy hai cho DNA. Piéu ny giai thich Iy do vi sao nguoi da sang
mau (nhiéu pheomelanin) d& bi bong nang va co nguy co cao bi ton thuong DNA
té bao da do UVR, bao gom ca u tan sinh (neoplasm) [17], [18].

Fitzpatrick (1975) d4 phan loai da thanh 6 type dya vao mau sic da va dic

diém phén Gng v&i1 anh nang cua da:

Type da Mau sic da Pic diém
Da trang, toc do hay vang, mat xanh Ludn lubn bong nang,
! nude bién, co tan nhang khong bao gio rom nang
Da trang, toc do hay nu, mat mau xanh | Thuong bong nang, kho ram
! nude bién, xanh nau hay xanh 14 cay nang
Da mau kem, toc mau, mat vang (hay Thinh thoang bong nang,
. gip) d6i khi rAm ning
Da nau, hay gap nguoi Chau Au hay Hiém khi bong nang, d& ram
v nguoi ¢ vung Dia Trung Hai nang
Da nau-sam, hay gip & ngudi Trung Rat hiém khi bong ning, rat
v Dong dé rAm nang
VI Da den K’horlg bao glo bong nang,
rat dé rdm nang




1.1.2. RAm ma

R&m ma 1 tinh trang ting hic t6 méc phai, thuong gap trén ving da tiép
xUc voi anh nang. Bénh tién trién man tinh véi nhidu dot tai phat thuong xuyén

va thuong rat khé diéu tri [23].
1.1.2.1. Mét sé ddic diém dich té

- Ti 1é ram m4 khac nhau ¢ timg qudc gia va thay dbi theo timg nghién ciu.
Tai Hoa Ky c6 khoang 5 - 6 triéu ngudi bi ram ma [24]. O chau A, ti 1é ram
ma dao dong tir 0,25% - 4% tai bat ky phong kham chuyén khoa Da Liéu nao
[25]. RAm ma ciing thudng gip tai cac nude nodi tiéng Tay Ban Nha, chiém
12.6% dan sé [26].

- Tudi trung binh bi rAm ma 1a 30 - 40 [5]. Trong Mot nghién ciru toan cau cho
thay tudi trung binh bi rAm ma la 34 [27]. Theo Nguyén Vin Thuong tudi trung
binh khoi phat bénh 1a 38,5 [28].

- Ram ma4 thuong gap pho bién hon ¢ phu nit (90%), mic du dan ong ciing co6 thé
bi (10%) [2], [29].

- Tat ca moi chung toc déu c6 thé mic ram ma, thuong gip nhét ¢ nhimg ngudi
co type da IV-VI theo phén loai da cua Fitzpatrick nhu nguoi My La-tinh, Pong
Nam A [24].

- Fitzpatrick TB, Pathak MA cho thay c6 dén 30% ram ma4 lién quan dén thai san,
khoang < 20% c6 lién quan dén dung thudc tranh thai [30].

- Mot s yéu t6 1ién quan ciing duoc dé cap dén 1a nghé nghiép. Tai ving bo bién
Nam An D¢, ram ma chiém 41% cong nhan 1am viéc ngoai dong rudng [31]. Lé
Tu Van va cong su (1985) nghién ciru tinh hinh bénh da c6 lién quan dén yéu t6
nghé nghiép & nha may dét 8/3 cho thdy cong nhan phai 1am viéc trong diéu kién
c6 rat nhiéu bui bong, bui nha thi ngoai bénh san ngira, may day, viém da co dia,
bénh sam da chiém ty 1¢ 1a 2,99% [32].



1.1.2.2. Phan logi rdm ma

- Dua trén 1am sang, 6 thé phan ram mé thanh nhimg thé sau (hinh 1.3) [27], [33]
+ Thé trung tm mat: lién quan m4, tran, moi trén, mii, cam. Kiéu nay gip ¢
hau hét bénh nhan (63%)

+ Thé canh budm: tang hac t6 khu tr( & méa va miii, chiém 21%.

+ Thé ham dudi: lién quan ving dudi ham, chiém 16% trudong hop

Hinh 1. 3: R&m ma. A. Thé trung tim mat. B. Thé canh buém. C. Thé ham dudi [34]

- Dya trén md hoc va soi dén Wood’s

+ Dang thuong bi: Chiém 70-90% truong hop, vi tri lang dong hic t6 chu yéu ¢
mang day, 16p té bao day, doi khi trong 16p gai va 1én dén 16p simg. Khi soi dén
Wood thi viing da tang hic t6 ¢dm mau hon va twong phan rd voi viing da lanh
xung quanh.

+ Dang trung bi: Pic trung bdi su c6 mit cua dai thuc bao chira hic t6 xung
quanh mach mau, & ca 16p nong va sdu cia trung bi. Khi soi dén Wood’s thi vung
da tang hac t6 khong dam va khong tuong phan 18 véi ving da lanh xung quanh.

+ Dang hdn hop: Chiém 24% trudng hop. Khi soi dén Wood’s cho thy thuong
t6n sdm mau ¢ mot sé ving va khong sam mau & mot sd ving khéac hoic ton
thuong dugc thay rd khi nhin dudi anh sang thuong nhung khong thay rd khi soi

dudi anh den Wood’s.
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1.1.2.3. C4c yéu té lién quan ram ma

C6 rat nhiéu yéu t6 lién quan dén rdm ma4, bao gom: di truyén; tiép xuc
UVR; mang thai [35]; tri liéu ndi tiét t6 [36], [37]; bénh noi tiét; my pham; thudc
gay nhay cam anh sang, thudc chéng dong kinh; tdm ly... Trong d6 di truyén, noi
tiét t6 va ANMT dong vai tro quan trong nhat [38], [26].

CAC NGUYIEN NHAN GAY TANG SAN XUAT SAC TO MELANIN

MCI1R a-MSH
—

NN
b
pipT | SAN <+~ Cytokines and

é growth factors:

L— POMC

IL-1

Endothelin-1
SAM( bFGF

Protein SCF
kinase A

Keratinocyte

Protein kinase G

Keratinocyte Melanocyte

From Belognia, Jorizzo & Rapini: Dermatolagy 2e. @ 2008 Elsevier, Lid

So d6 1. 2: Cac nguyén nhan gay ting san xut hic t [20]

- Yéu t6 di truyen

Ram ma c6 lién quan dén di truyén-gene. C6 279 gene kich thich va 152
gene trc ché sinh tong hop hic té melanin. RNA khéng ma hoa ciing c¢6 thé tham
gia vao qué trinh diéu hoa sinh tong hop hic t6. Gan day nguoi ta tim thiy gene
H19 c6 vai trd tc ché dang ké ton thwong ram ma [39]. Mot diéu rat tha vi cho
thay co su giam sao chép H19 tai ddng canh cay té bao hic t6-té bao sing giy
kich thich sinh tong hop hic td va ting van chuyén hic t6 dén 19p té bao sung.
Piéu nay chi xay ra trong dong canh cdy chir khéng xay ra trong canh ciy chi co
té bao hic td. Nghién ciru cho thdy H19 dong vai trd trong sy phét trién rAm ma

va nhan manh vai trd quan trong ctia té bao stg trong bénh nay.
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- Noi tiét to

Ram mé c6 lién quan dén noi tiét t6 sinh duc nir [1], [27], [12], [40].
Estrogen, progesterone thién nhién hoic tong hop dugc cho 12 yéu té sinh bénh
clia rAm ma. Nguoi ta thay rang str dung thudc ngira thai, ding estrogen trén phu
nit man kinh, tri liéu bang diethylbesterol trong ung thu tién liét tuyén déu co thé
gay tang ram ma [37], [41]. Trong khi d6 néu dugc diéu tri bang estrogen lidu
thap don thuan thi khdng giy ting ram ma [41]. Té bao hic t6 ting hoat dong
sinh hic té khi dugc @ v6i estradiol 13 do kich thich cac thy thé estrogen tai nhan
va bao tuong [42], [43].

C4c rdi loan noi tiét to cua tuyén yén, tuyén giap, tuyén thuong than ciing
déu c6 thé gdy rAm ma. Mot nghién ctru tuong tu cho thay té bao hac t6 ciia ving
da binh thuong sé ting kich thudc va san xuat nhiéu men tyrosinase hon khi duroc
@ voi MSH, ACTH, LH, FSH [44].

- UVR

R&m ma c6 lién hé chat ché véi viée tiép xtic UVR, thé hién qua vi tri rAm
ma thudng xuat hién tai nhimg ving da tiép xac nhiéu v6i anh niang. UVA va
UVB déu c6 lién quan dén bénh sinh rdm ma. Duéi tac dong cia UVR da trd nén
sam mau hon [24]. UVR gdy ting ndng d6 yéu td té bao gdc trung bi va alpha-
MSH tai da [1]. Té bao simg dudi tac dong ciia UVR sé& kich thich tong hop cac
yéu t6 MSH, c-kit, va endolethin-1 [45].

- Nhiing yéu té khac

+ M§ pham: mot s6 hoat chat trong my pham dugc xem 1a nguyén nhan gay
tang hic t6 nhu linoleic acid, salicylate, citrate, acid béo, dau khoang 1an tap chat
gdy nhay cam 4nh sang, petrolatum, sap ong, thudc nhudm, para-
phenylenediamine, chat bao quan va huong liéu.

+ Thudc: kim loai nang nhu arsenic, sat, dong, bismuth, bac, vang; thudc chéng
dong kinh; thuéc gy nhay cam anh sang. ..

+ Dinh dudng, bénh 1y gan, nhiém ky sinh tring [36], [30], yéu t6 tam ly,
tinh than.
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1.1.2.4. Lam sang va chdn dodn
- Biéu hién 1am sang

R4am mé duogc biéu hién bang cac dat mau nau/xam/xanh tiy thuoc mau da
va s luong hac t6 lang dong trén da, kich thudc thay do6i, gioi han rd, khong déu
hoac 16m dém. Toén thuong ram ma thuong phan bé ddi xing, wu thé hon ¢
nhiing noi tiép xic ANMT nhu tran, thai duong, mé va gitra mat, c6 thé lan dén
cd, canh tay va quanh miéng, cam [38]. S6 luong ton thuong thay d6i tir mot dén
nhiéu. Niém mac thudng khong bj ton thwong. Khong c6 triéu chimg chi quan,
trir sd it truong hop c6 ngtra, d6 da xuét hién trudce khi ndi ton thuong.
- M6 bénh hoc

Nguoi ta thay rang, trong ram ma sé luong té bao hic té khong ting
nhung té bao hac té bi hoat héa phinh to va tang dudi gai [38], [46]. Hién tuong
tang hac to xay ra tai cac 16p sau caa thuong bi (té bao day, trén mang day) [47]
va trong 16p trung bi, tuy nhién qua trinh biét hoa té bao sirng van dién ra binh
thuong [47]. Nhu vay, rdam ma la mot rdi loan ting san xuat va phan bé hac t6
hon 1 tang sinh té bao hac to [48]. Tuy nhién cé nghién ciu cho thay do day
thuong bi trong rdam ma binh thuong, s6 lugng té bao hic t6 tai tén thuong ram
ma c6 tang [27], [33]. Mot nghién ctu thuc hién trén 56 phu nir rAm ma tai Han
Quéc cho thay sé luong hic t6 melanin ting dang ké trong tat ca céac Iop cua
thuong bi, s6 luong té bao hic t6 thuong bi ting tai ton thuong ram, s6 lugng tui
hic td tang va duoc phan tan rong réi hon trong céc 16p té bao siing cua ton
thuong [34]. Hac t6 tai trung bi ting hodc trong cac dai thuc bao hoic trong té
bdo dudi gai. Pac biét nghién ctu hda md mién dich ghi nhan ton thwong mang
day c6 thé thiic day su roi hodc di chuyén vao trong trung bi cua cac té bao hic té
da bi hoat hoa [8].
- Sinh bénh hoc

Cho dén nay sinh bénh hoc ciia rAm ma con chua hoan toan sang to. Su

san xuat hoic & dong hic té qua muc, hay chuyén hda bat thuong caa phan tir
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hic té da dugc ghi nhan. Gan day mot sé yéu td tang truong duoc cho 1a cd lién
quan dén viéc san xuat hac té va c6 mbi lién hé mat thiét véi sy gia ting cac té
bao bon (mast cells) ciing nhu sy hién dién cta ton thuong do anh sang
(photodamage) chi ra tinh phtrc tap caa sinh ram ma [47].
1.1.3. R&m ma ¢ phu nir mang thai
1.1.3.1. Mgt sé diic diém djch té va tién trién ciia ram md & phu nit mang thai
- Ti 1& ram mé & phu nit mang thai rat thay d6i t0y theo nghién ctru. Nghién ciru
cua Estev (Phap) cho thay ti 1¢ rAm ma ¢ phu nit mang thai 12 5%, nghién ctru cia
Moin A tai Iran la 15,8% theo [3]; nghién ctru cia Muzaffar F tai Pakistan 46,4%
[6]; Hexsel D tai Nam Brazil la 10,7% [49]; Nghién ctru cia Hoang Van Minh
va cs tai TP.HCM ti 1é rAm ma trén phy nit mang thai 1a 8,77% va tang theo tudi
va 6 lan sinh con cua thai phy [7].
- Tai Tunisi 58% ram ma trén phu nit mang thai khoi phat trude 30 tudi [29].
Ortonne JP va cs [5] thuc hién mot cudc diéu tra 16n trén 324 phu nit bi rdm ma
tir 12 trung tAm ciia 9 quéc gia cho thay ram ma gap phan 16n ¢ phu nir 30-40
tudi, tu6i khai phat trung binh 1 34 (thay doi tir 14-65).
- Theo Muzaffar F va cs [6] phan 16n ram ma khdi phat trong 3 thang dau thai ky
va ting nang dan. Theo mot s6 nghién ctru trén thé gidi, rdm ma tién trién ning
dan trong sudt thai ky, c6 khoang 30-75% truong hop van cOn ting hic t6 sau
sinh [5], [50], [31], [51], thwong ton Mo dan trong vong mot nam sau sinh. Tuy
nhién < 10% - 30% truong hop rAm mé cé thé kéo dai cho dén 10 nam sau sinh
[27]. Sau sinh, rAm m4 c6 thé thoai trién nhung rat thudng tai phat hay ting nang
trong nhirng thai ky sau [3].
1.1.3.2. Thay déi néi tiét té lién quan dén rdm md & phu nit mang thai

Cac noi tiét t6 duoc cho 1a ¢6 lién quan dén sinh tong hop hac t6 da la
estrogen, progesterone, ACTH, MSH [52]. Mot nghién citu cho thay trong sudt
thai ky, nong do estrogen, progesterone va MSH tang vot tir tuan thi 7 dén tuan

thir 12, sau d6 ting cao dan trong subt thai ky cho dén sau tuan thir 30 [52].
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- San xudt estrogen

Nhau thai sir dung cac tién chat steroid c6 ngudn gbc tir tuyén thuong than
ngudi me va thai san xuat phan 16n lugng estrogen [53]. Trong tuan dau thai ky
nong d6 hCG ting duy tri Su san xuét estradiol trong hoang thé me. Sy san xuét
progesterone va estrogen trong 2 budng trimg cta me giam dang ké vao tuan tha
7 cua thai ky [48], [27]. Tur tuan thir 7 thai ky tré vé sau, hon phéan nta luong
estrogen dugc san xuét tir rau thai di vao vong tuan hoan me [52].

Hai tuyén thuong than cua thai 1a ngudn cung cép tién chat san xuét
estrogen, DHEA-S (Dehydroepiandrosterone sulfate) [54]. Su san xuét estrogen
trong subt thai ky phan anh sy twong tac giira tuyén thuong than thai nhi, gan bao
thai, rau thai, tuyén thuong than me. Nong do estrogen ting dan tir sau tuan thi 7
dén tuan 12 thai ky.

Vong tuan hoan me LDL cholesterol
v .
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So d6 1. 3: Sinh tong hop estrogen tir rau thai [52]
- San xudt progesterone

Cholesterol duoc bién ddi thanh pregnenolone bén trong ty thé qua phan

{mg duge xtic tac bdi men phan tach chudi bén cholesterol P450 (cytochrome).
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Pregnenolone roi khoi ty thé va duoc bién doi thanh progesterone trong luéi noi
bao twong bdi 3B- hydroxysteroid dehydrogenase. Progesterone dugc phéng
thich ngay sau d6 qua qua trinh khuéch tan. Hellig va cs thay rang cholesterol
trong huyét twong me 1a tién chat cha yéu (90%) cho sinh tong hop
progesterone[52]. Progesterone dugc tao ra tir rau thai thong qua viéc hap thu va

sir dung céc tién chat trong tuan hoan me [54].
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Biéu d6 1. 1: San xuat estrogen, progesterone trong rau thai [52]
- MSH
MSH 12 mot noi tiét t peptide, do cac té bao cua thiy giira tuyén yén tiét
ra. Alpha-MSH 1a mot tridecapeptide c6 mot chudi dong nhét chira 13 amino acid
véi ACTH. Sy phan cit protein ctia proopiomelanocortin (POMC) trén tuyén yén
tao ra nhiéu san pham phu, bao gdm ca a-MSH [17], [14]. Té bao siumng, té bao
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hic t6 va té bao Langerhans cua nguoi ciing ¢6 kha ning tong hop a-MSH va B-
MSH véi sb lugng sinh ly. MSH c6 4 loai: Alpha - MSH, Beta - MSH, Gamma -
MSH va ACTH [55], déu 1a nhitng dan chat tr mot tién chét c6 tén 1a POMC.

MSH duogc phat hién tur chiét xudt mau va nuée tiéu cua nguoi, cd néng
d6 dao dong nhe theo chu ky kinh nguyét, dat mic cao nhét trong sudt 4 ngay
truée hanh kinh. Phu nit mang thai ¢6 ndng d6 MSH trong mau va trong nudc
tiéu cao hon nhiéu so v&i phu nit khong mang thai. Nong d6 MSH cao nhat 1a 60-
100U/ ml vao tuan thir 36 ctia thoi ky mang thai [8], giam nhanh xuéng mirc binh
thuong trong vong 10 ngay sau sinh.
1.1.3.3. Sinh bgnh hoc ciia ting hic t6 da do thay doi nji tiét t6 trong thai ky

Tang hic to da trong thai ky 1a do su gia ting ciia mot s6 noi tiét to rau
thai, tuyén yén va budng trimg [56]. Su thay d6i ndng do estrogen, progesterone
va MSH ciing nhu sy phan b hac t6 melanin trong sudt thoi gian mang thai chwa
duoc hiéu rd hoan toan [46], [27], [57]. Té bao hic t6 dugc u véi noi tiét td tuyén
yén (1,25-dihydroxyvitamin D3, o-MSH, B-MSH, ACTH, FSH, LH) hoic noi tiét
t6 budng trimg (B-estradiol, progesterone) s& phinh to va moc dudi gai, ting hoat
tinh men tyrosinase va Tyrp-1 [44], [55].
- Estrogen, progesterone

Co ché gdy rAm ma trong thai ky c6 lién quan dén té bao hic t6 tang nhay
cam khi ndng do estro-progesterone gia tang [46], [27]. Té bao hic td tai cac ton
thuong mun rudi hodc tan nhang trong thoi ky mang thai tré nén ting nhay cam
Vvéi sy thay d6i ndng do estrogen [58], [59], [60]. Tang hac t6 trén mat xay ra &
phu nir udng thudc ngira thai hodc trong chu ky kinh nguyét hay c6 rdi loan chirc
nang cua tir cung va budng trimg (chloasma uterinum). Didu nay cho thiy ting
hic t6 trén mat co lién quan dén su thay ddi ndong do estrogen va progesterone.
Mic du estrogen, progesterone la cac yéu to lién quan dén ram ma thai ky, tuy
nhién ngudi ta chua thay sy tuong quan giira nong do hormone véi mirc do ram
ma. Hon nita ndng d cac noi tiét tb nay trong thudc tranh thai duong udng thi

khong di cao dé gay ra sam da [41].
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Estrogen tuong tac va hoat héa té bao hic t6 thong qua cac thu thé
estrogen (ER) noi bao chuyén biét [12] [43]. Hai dong phan cia ER nhan dé
duoc tim thay 12 a-ER va B-ER. Alpha-ER, khu trd trén nhiém sic thé sé 6 duoc
tim ra dau tién nam 1986. Sau 10 nam, B-ER dugc tim ra khu trd trén nhiém sac
thé 14. Cac ER thudc vé siéu gia dinh thy thé nhan, bao gdm nhimg thu thé cia
vitamin D3, retinoic acid, steroid va noi tiét t6 tuyén giap [61]. Mot nghién ctru
cho thay rang B-ER, khong phai a-ER, 1 loai ER uu thé trong cac ton thuong té
bao hic td. Hon nita, t& bao hic td cia mun rudi, u hic t6 4c tinh khong c6 o-ER,
nhung c6 B-ER. Két qua nghién ctru nhuém hdéa mé mién dich duwong tinh B-ER
trong thuong bi ciia ving da bi rAm ma. Ldp té bao day va gai c6 hoat tinh mién
dich v6i B-ER cao hon 16p hat. Nguoc lai, khong tim thay a-ER trong thugng bi
clia t6n thuong ram va ving da binh thuong xung quanh. Mot nghién ciu khéac
duoc thuc hién tai Han Quéc cho thay su trinh dién B-ER qua nhuém hoa mé
mién dich c6 khuynh hudng ting tai ton thwong ram ma thuong bi nhung ting
khong c6 y nghia théng ké so véi thuong bi lanh xung quanh [62]. C4c té bao I6p
gai 1a nhitng té bao co ai tinh gan két estrogen cao va hién dién ca hai loai ER.
Ngoai ra mot s nghién ciru da ching minh diéu tri bang estrogen c6 thé dan dén
tang s6 lugng yéu té ting trudng té bao gai (KGF), tir d6 c6 thé gay ting san xuat
va lang dong hic té [61]. Nhu vay té bao gai caa da bi ram chira chu yéu B-ER,
va théng qua B-ER estrogen c6 thé dong vai trd sinh rAm ma. Tuy nhién vai trd
chinh xé&c cia ER trong ting hac t6 van chua rd. Diéu rat thi vi 12 ton thuong ram
ma c6 sy gia ting hé mach méau va yéu té ting trudong biéu md mach mau (vessel
endothelial growth factor-VEGF) [63]. Ngoai ra, B-ER trinh dién rat nhiéu xung
quanh cac mach mau nho va cac té bao giong nguyén bao soi tai ton thuong trung
bi [62]. Progesterone tac dong dén té bao hac té thong qua thy thé progesterone
nodi bao (PR). PR uu thé tai thuong bi ton thuong hon 1a tai thuong bi khong bi
ram [64]. Cac dau hiéu nay ndi 1én rang estrogen va progestrone c6 thé hd tro
hoac hiép dong tao ra ting hac t6 bang cach kich thich sinh tong hop héc t6 tai
cac té bao hic t6, dic biét trong thai ky.
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- MSH

MSH c6 chirc nang kich thich cac té bao hac td san xuat hac td cho da va
toc, thong qua gay ting hoat tinh men tyrosinase [55]. Nam 1967, Snell da tong
két vé hoat dong uu thé ctia MSH trén té bao hac t6 & dong vat co vii, dic biét
la & nguoi [27]. Tiém a-MSH va B-MSH vao ngudi co thé giy sam da ma
khong can tiép xic vdi UVR [8]. MSH hoat dong bang cach bam vao thu thé
mang chuyén biét trén té bao hac t6. Su twong tac nay dan dén hoat hoa adenyl
cyclase, gdy ting AMPc ndi bao (“mot chét truyén tin hiéu tha hai”). Chinh
AMPc kich hoat MSH va ting hoat tinh men tyrosinase [8], tao nén hic t6
eumelanin sim mau [21]. DPic biét cac nghién ciru trén canh cay té bao hic to
ngudi gan day cho thiy vai trd cua protein kinase C nhu 1a mét chat kich thich
cho sinh tong hop hac t6 [55].

a-MSH @ _ MCRI-R réiloan
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ﬁ chirc ning , ASP
MC1-R - 6 d.

Mang té bao sic td
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So dd 1. 4: Sy twong tac Kiém soat san xuat hac to [14]
Téc dung ctia MSH duoc kiém soat bdi MC1-R. MC1-R hién dién trén bé
mat té bao hic t6 va trong cac té bao khac nhu bach cdu don nhan, bach cau da
nhan trung tinh, té bao than kinh dém (glioma cells), té bao hinh sao, dai thuc

bao, nguyén bao soi, t& bao ndi mo, té bao simg [65]. Nam 1992, Mountjoy va cs,
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Pai hoc Khoa hoc Y té Oregon, Portland, thdng bao da nhan ban mot thu thé noi
tiét td6 MC1-R & ngudi va & chudt. CAc tac gia ciing ching minh dot bién gen cia
thu thé nay lam thay d6i mau 16ng trén chuot [16], [17]. Nam 1995, Valverde va
cs bao cdo truong hop tuong tu cac dang bat thuong cia thu thé lién quan dén su
thay d6i mau toc va mau da ¢ ngudi [16], [17]. Chat d6i khang cia MCI-R,
protein bao hiéu AGOUTI (ASP), duoc san xuét trong nang 1ong va hoat dong
thdng qua qua trinh trc ché sinh tong hgp eumelanin. Hoat tinh ciia MC1-R duoc
tang cuong bang cach bam dinh v&i a-MSH, dan dén sinh eumelanin. Rdi loan
chire nang ciia MC1-R hoic két hop véi ASP gay chen MC1-R va dan dén sinh
pheomelanin (so d6 1.4) [14]. Nguoi ta d& mO ta mot nhom gom 5 thy thé
melanocortin, lién két véi protein G, v6i bay kénh xuyén mang (7 con dudng
thong véi mang té bao) va ASP [17]. C4c bién thé trong gen qui dinh MC1-R 13
C4c yéu to can gy ra tan nhang, nhung c6 vai trd it quan trong hon trong céc
truong hop dom nau [18].

Trudc ddy nong d6 MSH ting d4 dugc mic nhién cong nhan 1a nguyén
nhan cia ting hic t6. Tham chi sy hién dién cia MSH trong nuée tiéu dugc sir
dung nhu 13 mot kiém chimg cho viéc ting hic t6 trong thai ky. Shizume va
Lerner phan tich nudc tiéu cia 38 phu nit mang thai hodc sau khi sinh va mau
ctia 13 phu nit mang thai bang cach sir dung cac phuong phép thir nghiém sinh
hoc (bioassay) cho thay sau thang thir hai cila thai ky, mirc 4o MSH trong nudc
tiéu cao trén muc binh thudng. Mirc d6 MSH tiép tuc ting cao cho dén khi sinh
va sau d6 nhanh chéng giam dan vé binh thuong trong vong 5 ngay sau sinh [8].
Mot s6 nha khoa hoc khac ciing dé xuét viée tam soat MSH trong thai ky boi tim
quan trong cua nd. Sau nay, cac phuong phap thur nghiém sinh hoc bi nghi ngo,
bai vi nhitng xét nghiém nay thiéu dic hiéu, khong thé xac dinh diing cac chat va
khong chic chin néu cac chat c6 ngudn gbe tir tuyén yén. Mot nghién ciu danh
gid mac do MSH trong 9 phu nlr véi ram ma nguyén phat (khong do thai ky hay
lién quan dén thudc tranh thai duong udng) cho thiy khong ting mirc d6 MSH so
véi mic 6 gidi han [16]. Tuy nhién da s6 nghién ctru déu cho rang rAm ma c6

lién quan dén viéc tang san xuat MSH.
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1.2. CAC BIEN PHAP DU PHONG VA PIEU TRI RAM MA

Phong ram mé la vo cung can thiét bang cach loai bé cac yéu td nguyén
nhan (néu c6 thé), chang han nhu bao vé da chong nang, tranh tiép xtic véi cac
yéu t6 noi tiét, my pham... va diéu hoa ché d6 an udng, sinh hoat.

C6 rat nhiéu nghién ciru 1am sang can thiép diéu tri ram ma nhu bdi thudc,
16t bang hoa chat, thu thuat dya trén anh sang, thudc udng... da dugc cong bd
[1]. Muc dich diéu tri rAm ma bao gém lam giam hodc mat hac td dang ton tai va
ngan ngira sy hinh thanh hic t6 méi. Giai doan diéu tri tich cuc can két hop
chdng ning bao vé da, bdi thudc tdy ram tai chd va thi thuat. Giai doan diéu tri
duy tri ding két hop bdi tai chd, thu thuat, tranh va loai bé cac yéu té thic day.
Do hic t6 ¢6 thé ton tai trong nhiéu nim dén vai chuc nim, nén diéu tri duy tri 12
rat can thiét.

1.2.1. Chéng niang bao vé da
1.2.1.1. Chéng néing co hoc

Chéng nang co hoc bao gom tranh ning, nhat la tir 9 gio sang dén 16 gio
chiéu; doi mii rong vanh; mang khau trang-gang-tat bang chat liéu vai soi day,
khit va c6 mau sam khi ra nang.

Véi khau trang, cac dic diém chinh cia vai soi ¢6 anh huong dén kha
nang chéng nang 1a DO CHE PHU, BO MO, BO DAY [66].

- PO CHE PHU: 1a phan tram dién tich chiém boi soi vai trén bé mat vai, con
duoc goi 1 s6 lwong soi vai. Khoang trong giita cac sgi vai cho phép UVR xuyén
qua truc tiép ma khong tac dong trén soi vai. Do che phu quyét dinh duong di
hay d6 dai duong di cia UVR khi xuyén tir mat nay dén mit kia cta vai.

- PO MO: 1a mat do vi soi trong timg soi vai. Khi so sanh 2 loai vai c6 cing do
che phu va cac hda chat bén trong nhung khac nhau vé khoang tréng gitra cac Vi
soi trong timg soi vai thi loai vai ndo ¢ nhiéu khoang tréng giita cac vi soi thi it
c6 kha nang bao vé chéng nang hon.

-PQ DAY: vai cang day UVR cang it di xuyén qua. Hon nira mot sé soi polymer
c6 dic tinh chuyén budc song ciia UVR thanh bude song ngoai phd UV.
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Kha ning chéng niang cua vai soi dugc thé hién qua chi s6 UPF
(Ultraviolet Protection Factor), 1a ti s6 ciia dan truyén UVR trung binh qua khéng
khi va qua vai soi. Vi du, véi do che phi 94% cd khoang 6% UVR dugc dan
truyén thi UPF s& bang 100% (khong c6 vai che) chia cho 6% (khi c6 vai che) 1a
15. UPF chi ra khoang thoi gian mot ngudi ¢d thé dimg dudi nang khi c6 vai che
so véi khoang thoi gian dimg dudi nang khong c6 vai che dé tao ra hiéu ing do
da twong dwong nhau. Giéng SPF, UPF nhan manh kha ning bao vé da chéng lai
tac hai cia UVB hon la UVA.

Mot cach tong quat thi vai duong nhu che pha toan bo bé mat da. Tuy
nhién khi phan tich vi thé cho thay soi vai, don vi cu triac co ban cua vai, khdng
hién dién & tat ca cac vi tri. Pac diém nay 1am cho vai sgi khac vai kem chéng
nang. Tuy nhién vai soi c6 mot s6 wu diém hon kem chdng chdng nang, chang
han nhu khong phai bdi lai nhiéu lan trong ngay, dung dugc lau dai, khong can
boi trudc khi ra nang 30 phat, hiém tac dung phu trén da.

- Céc yéu t6 khac:

+ Chat hoa hoc trong vai: gitip hap thu nang lwong UVR khi di xuyén qua va
chuyén thanh niang lugng nhiét.

+ Thudc nhudm: mot sb thudc nhudm cé kha nang tang khic xa, phat tdn hodc
hap thu UVR, do d6 1am tang kha ning chdng nang.

+ Céc chat mau: chat mau trong soi vai tang hap thu UVR va chuyén thanh ning
lugng nhiét.

1.2.1.2. Kem chéng ning

Anh sang do Mit Troi tao ra duge goi 1a anh nang (hay con goi 1a anh
séng trang), bao gom nhiéu anh sang don sic bién thién lién tuc tir do dén tim.
Tia cyc tim A (UVA) c6 budc song 320-400nm gy ram nang va ldo hoa da do
anh nang thong qua tao ra nhiéu ROS giy ton thuong DNA gian tiép; ting s6
lugng té bao viém trong trung bi; giam hoat dong trinh dién khang nguyén tai
thuong bi va giam sd luong té bao Langerhans [67]. Cuong d6 UVA 6n dinh sut

ngay va quanh nam, chiém 95% tong s6 nang lugng UVR tai bé mat trai dat. Tia
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cuc tim B (UVB) ¢ budc song 290-320nm gay d6 da, ton thuwong DNA truc tiép
thong qua hinh thanh chudi doi pyrimidine, manh hon UVA gap 1000 lan.

Ning lugng UVR dén bé mit da s& bi (1)hp thu, (2)phat tén trong da va
(3)khuc xa tro lai [67].

Kem chong nang bao gdm chét chéng nang vo co (titanium dioxide, oxide
k&m) va chat chong nang hiru co (chéng UVB-PABA, cinnamates, salicylates,
octocrylene, ensulizole...; chéng UVA-benzophenones, avobenzone...). Chat
chéng ning vo co hoat dong bang cach khic xa va phat tan tia kha kién, UV,
hong ngoai. Chat chéng nang hitu co hoat dong bang cach hip thu UVR va
chuyén thanh ning lugng nhiét [67].

Mot san pham bodi chong ning thé hién muc d6 bao vé da chdng nang
qua 2 chi s6 SPF (sun protection factor) vd UVA-PF (UVA protection faction),
trong d6 SPF = MED (vung da boi kem)/MED (ving da tran); UVA-PF = MPD
(ving da bdi kem)/MPD (ving da tran), véi MED 1a liéu do da tdi thiéu
(minimal erythemal dose); MPD Ia lidu ting siac t6 t6i thiéu (minimal
pigmenting dose) [67].

San pham chéng nang bao vé da chong UVA duoc danh gia theo hé thong
4* nhu sau [67]:

<2 khong bao vé chéng UVA; 2 >4 thap*
4 —8 trung binh **; 8 > 12 cao ***
>12 rat cao *#**

Viéc lya chon san pham chong nang dya vao SPF, twong ng véi mirc do

bao vé da chéng UVB nhu sau:

2 ><4 rat nhe; 4 ><38 nhe
8 »<12 trung binh; 12 > <16  hoicao
16 —» < 20 cao; 20 > <30 ratcao

>30 Cuc cao
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Cac ché pham chdng nang c6 phd hap thu rong véi SPF 30 va UVA-PF >
** |3 thich hop nhét cho viéc sir dung hang ngay [68], [66]. Cac san pham chdong
nang vai SPF > 30 ¢6 mirc 6 bao vé da khong cao hon c6 ¥ nghia so véi cac san
pham c6 SPF 30 (hip thu 97.5% ning lugng UVR so Véi 96.7%) nhung lai ¢6
nguy co gy viém da tiép x(ic do nong d6 hoat chat chong nang cao va tao tam ly
¥ lai vé mirc do bao vé chéng nang cua san pham.

Tinh an toan va tac dung phu cua kem chéng nang [67]: viém da tiép xuc,
nguy co thiéu vitamin D, tinh sinh estrogen.

- Céc chét chdng nang vo co khong xuyén qua 16p té bao sirng, twong dbi
an toan in vivo. Mot sb chét chong nang hiru co bao gdm oxybenzone, octinoxate
duoc phat hién trong huyét twong va nudc tiéu sau 4 gio boi toan than. Nong do
cac chat chong nang duoc st dung trong nghién ctiu nay 1a tdi da duoc cho phép
& Chau Au (10%), tuy nhién nong d6 tdi da duoc chap thuan tai Hoa Ky cua 2
hoat chét nay lan lugt 12 6% va 7.5%.

- Co thé can tiép xuc véi UVB dé tong hop vitamin D. it nhat 90% nhu
cau vitamin D cua co thé dat dugc tir phwong thirc ndy. Tuy nhién céc nghién ctu
cho thay viéc bdi kem chéng nang lau dai khong cd anh huong dén nong do va
chire nang vitamin D. B&i vi mot phan dang ké vitamin D c6 duoc thong qua ché
d6 an, chi can tiép xdc it véi anh nang 1a du dé tong hop vitamin D, thong thuong
khdng bdi kem chdng ning trén dién rong caa da, tham chi khi bdi dung cach thi
mét lwong it UVR van c6 thé xuyén thau vao da.

- Mot s6 chat chdng nang c6 tinh sinh estrogen in vitro nhu padimate O,
octinoxate, homosalate, oxybenzone. Homosalate va oxybenzone c0 hoat tinh
khang androgen va khang progesterone in vitro. Trong mot nghién cuu,
octinoxate va oxybenzone dugc hdp thu vao méau sau khi bdi 1 tuan, nhung
khong gay thay d6i dang ké nong do cac noi tiét té sinh duyc.
1.2.1.3. Uéng thuéc chong ning

Nham tim ra giai phap dé hd trg bao vé da chong ning toan dién hon

T.B.Fitzpatrick d4 nghién ctru va phét hién tac dung chéng nang cta Polypodium
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leucotomos (PLE). PLE 1 chiét xuét tir cay duong xi c¢6 ngudn gbc tir Trung va
Nam My. Trong lich su, hoat chat PLE d4 luu hanh tai chau Au cach day khoang
40 nam voi tén biét duge 1a DIFUR® dé chita tri cac bénh lién quan dén rdi loan
mién dich ¢ da, viém da, bénh vay nén va bach bién ma khong cd tac dung phu.

PLE c6 4 dic tinh gitip bao vé da chéng UVR: (1) Chéng oxi hoa manh
bing cach bat hoat 55% superoxide anion, 43% singlet oxygen, giam 50% lipid
peroxidation; (2) Bao vé chirc nang mién dich (giup bao ton s6 lwgng va chirc
ning cua té bao Langerhans ¢ thugng bi khi chiéu UVR trong 72 gio) [69]; (3)
Bao vé DNA khoi bi ton thuong nhd vao giam s luong té bao bi phong ning va
giam sb luong thymine dimer [69]; (4) Bao ton ciu tric da do dic tinh bao ton sd
luong (gia ting 58%) va chirc ning ctia nguyén bao soi khi tiép xtiic UVA [70].

PLE dang udng c6 tac dung gia ting MED gap 3 lan va ciing gia ting
MPD gap 3 lan. PLE dang ung chting minh d6 an toan cao, cd thé sir dung lau
dai ma khéng gay tac dung phu. Tuy nhién PLE chua duoc nghién ctu trén d6i
tuong mang thai.

1.2.2. Thudc boi tdy ram

Mot thube tay ram Iy tuong phai hoi du mot s tieu chuan dugc Iy sau
day: hidu qua tay tring da manh, thoi gian khoi phét tac dung nhanh (it hon 2- 3
thang), khéng co tac dung phu truéc mat hoac lau dai, Iy sach hic td bénh ly
vinh vién. Phan 16n cac thubc tdy ram hién nay déu c6 tac dung tam thoi, hiéu
qua chi d6i véi ram ma thugng bi va ting hac t6 thuong tai phat sau khi ngung
diéu tri. Chua c6 mot thudc bdi nao o hiéu qua trén ram ma trung bi [2].
1.2.2.1. Chdt irc ché men tyrosinase
HYDROQUINONE (HQ)

HQ 1a mét phuc hop hoa hoc hydroxyphenolic, e ché sy dao nguoc cua
dopa thanh melanin bang céch c ché men tyrosinase, ngan can sy hinh thanh
hoac thoai hoa ciia melanosome va @c ché sy tong hop DNA va RNA trong té
bao hic t6. Tac dung phu bao gém kich tng da (0-70% trong don trj liéu HQ va
10-100% trong diéu tri két hop), viém da tiép xic di ¢ng (hiém gap). Mot sé
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nghién cau cho thdy HQ gay ra bénh da xam nau (ochronosis) ngoai sinh. Bénh
do lang dong hic t6 xanh-den trén ving da bi thudc. Tinh trang nay rat hiém
gap o ngoai Chau Phi. Tir nam 1966 dén 2007, ti & 1a 756/789 tai Chau Phi,
22/789 tai Hoa Ky, 8/789 tai Chau Au, 2/789 tai Puerto Rico, 1/789 tai An Po
[71]. Bénh ciing c6 thé ton tai nhung hiém & ngudi da sang géc Trung Quéc khi
bdi HQ tir hon 2 nam [72]. Phan loai nguy co thudc trong thai ky theo FDA 1a C.
AZELAIC ACID (AzA)

- Cong thire hoa hoc: AzA 1a mot acid thién nhién 1,7-heptadicarboxylic chudi

thang b&o hoa, co trong lwong phan tir 188.22 [73].

Cong thac phan tir Cong thire cdu tao M® hinh

(CHo)(COZH), M w
H H

- Dugc dong [73]: AzA 1a mot phirc hop tinh khiét ddi véi co thé ngudi. AzA ¢

thé dugc dung qua dudng udng, truyén tinh mach, truyén bach mach, bdi ngoai
da. Sau khi bi, thuc tham qua thugng bi theo cach thirc phu thudc thoi gian (3
— 5% lidu d& bdi thim qua 16p stmg, <10% liéu da boi hién dién tai 16p thugng bi
va trung bi) va < 4% liéu boi dugc hap thu vao mau in vitro [74]. Tuy nhién sy
hap thu qua da ngudi rat thap [73]. Sau bdi, nong d6 trong huyét twong (20 -
80ng/ mL) va trong nudc tiéu (4-28mg) khong thay doi so v6i ndng do co ban.

- T4c dung: hiéu qua trong diéu tri mun trimg ca va céc tinh trang ting hic t6 da
(d6m nau, u hic to, rAm ma) [75]. AzA tac dung chong ting sinh va giy doc té
bao ¢ chon loc trén cAc té bao hac t6 tang hoat hoa [1]. AZA e ché c6 thé hoi
phuc cac men DNA polymerase, tyrosinase va cac men hd hap cua ty lap thé
[76]. AzA tac dong tdi thicu trén da c6 hac o binh thuong [25].

- Nguén gbc: co trong sita, lia mi (wheat), lGa mach den (rye) va lGa mach
(barley) [74].
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- San xuat: Trong cong nhiép AzA dugc san xuit bang cach ly giai ozone cia
oleic acid. Trong thién nhién n6 dugc tao ra boi Malassezia furfur (cling dugc
biét 1a Pityrosporum ovale), mot loai ndAm men thudng tra trén da. Su thoai hoa
ctia nonanoic acid do vi khuan ciing tao ra AzA.

- Hi¢u qua trong ram ma:

+ Mot nghién ctru mu doi - da trung tam tai Nam MY, so sanh hi¢u qua ctia don
tri licu AzA20% voi don tri liéu HQ 4% [68], [76], [25]. CO6 329 phu nit rAam ma
dugc diéu tri véi hodc mot trong hai kem trén (122 bénh nhéan bdi AzA, 121 bénh
nhan bdi HQ), bdi 2 lan mdi ngdy, trong thoi gian hon 24 tuan. Két qua 65%
bénh nhan bdi AzA dat két qua rat tot so véi 72.5% bdi HQ. Khong cé su khac
biét dang ké giita hai nhom vé murc d6 dap ung, giam kich thudc sang thuong va
mat do hac t6. C6 18 bénh nhan bdi AzA bi cam giac ngira hodc bong rét so véi 1
bénh nhan boi HQ.

+ Nghién ctru so sanh hiéu qua diéu tri ctia bdi kem AzA20% va HQ 4% trong
diéu tri rAm méa & phu nit séng tai nhimg ving chiu tic dong nhiéu cia UVR,
duoc thuc hién tai khoa Da Liéu ctia bénh vién Hazrat Rasoul, truong Pai Hoc Y
Khoa Iran (n=29), 15 boi HQ 4%, 14 bdi AzA20%, bdi 2 lan mdi ngay trong 2
thang, dong thoi chéng nang phd rong. Két qua bdi AzA20% hiéu qua hon boi
kem HQ 4% trong nam nhe [77], [78].

+ Mot nghién ctru thuc hién trén 340 bénh nhan rAm ma thuong bi va hon hop tai
5 trung tdm Da Liéu cua Thai Lan va Philippines [25], dugc chia ngiu nhién
hozc boi kem AzA20% hoic bdi kem HQ 2%. Két qua 75.5% nhom AzA c6 cai
thién tt hodc rat tot so voi 47.1% nhom HQ. Cai thién > 50% duoc xem 1a thanh
cong. Bénh nhan trong nhom AzA dat két qua diéu tri thanh cong nhiéu hon dang
ké (RR 1.25, 95% CI: 1.06-1.48).

+ Trong mot nghién ciru khac trén 155 bénh nhan gdc Indo-Malay bi ram ma,
AzA20% cho két qua vuot trdi hon HQ 2% trong viéc tay trang ton thuong ram
ma sau 24 tuan (73% dat hiéu qua tot/ rat tbt & nhom bdi AzA20% so véi 19%
dat hiéu qua tot/ rat tot & nhom bdi HQ, p < 0.001) [68] [76].
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+ Sarkar R va cs [79] nghién ctru trén 30 bénh nhan An D6 bi ram ma, don tri
boi AzA20% & nira mit 2 1an mdi ngay trong 24 tuan, so véi diéu tri két hop
boi AzA20% trong 16 tuan va ndi tiép bang bdi kem Clobetasol propionate
0.05% trong 8 tuan sau d6 ¢ nira mit con lai. Hiéu qua sang da twong duong
nhau gitra hai phuong thirc diéu tri, 1an lugt 12 96.7% va 90% bénh nhan dat
két qua tot va rat tot.

+ Hiéu qua cia tri liéu két hop boi kem AzA20% va kem tretinoin 0.05% so sanh
voi chi boi kem AzA20% trong mot nghién cru m& - ngau nhién (n=50). Sau
diéu tri 6 thang, ca hai phuong thirc déu dat khoang 73% c6 ¥ nghia (dugc dénh
gia 1a “tot” hodc “rat tt”) va déu dugc dung nap tot, khong bi giam hic t6 da,
phan ing nhay cam anh sang hoac bénh mé xam ngoai sinh [76, 80], [81].

+ AzA15 — 20% phdi hop véi glycolic acid lotion 15-20% c6 hi¢u qua tuong
duong HQ 4% trong diéu tri rAm m4 va ting hac td sau viém [82], hi¢u qua vuot
troi hon HQ 2% va tuong duong HQ 4% trong mdt nghién ctru khac [83].

- Téc dung phu: AzA20% boi tai chd giy ngtra, bong rat, cham chich & 1-5%
bénh nhan. Cac tac dung phu khac nhu do da, kho da, trdc, 16t, kich tng, viém
da, viém da tiép xtGic duoc ghi nhan it hon 1% bénh nhan. Cac tac dung phu
thuong nhe, thoang qua va tu gidi han khi tiép tuc bbi sau khoang 1 tuan [76].
Hiém hon, hen suyén, bach bién, diém mat hic t6 nho, rdm 16ng, day sing nang
I6ng, va bung phét herpes mdi cé thé xay ra [84].

- Poc tinh: AzA rét an todn trong co thé ngudi va dong vat [73].

- Phan loai nguy co thudc trong thai ky theo FDA: B [74], [85].

KOJIC ACID

- Nguén gdc: 1a chuyén héa cia nam Acetobacter, Aspergillus, Penicillium.

- Téc dung: Kojic acid gy bat hoat men tyrosinase bang cach chelate hoa dong
va tc ché tautome héa tir dopachrome thanh 5,6-dihydroindole-2-carboxy acid,
kich thich té bao simg san xuét interleukin-6 [86]. Khong dung kojic acid don tri
cho rdm mé do hiéu qua kém hon HQ 2%. Thudc thudng duoc két hop véi nhimg
chat sang da khic nhu arbutin hodc cam thao (licorice) trong my pham.

- Chura dugc nghién ciru trén ddi tuong mang thai.
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CHIET XUAT TU CAM THAO (LICORICE)

Flavonoid tir ré cam thao, nhu glabrene va isoliquiritigenin, la cac chat tc
tyrosinase hiéu qua [87]. Liquirtin, cling 12 mot flavonoid tim thay trong dan xuat
ctia cam thao, ding & dang kem 2% va c6 kha ning lam mat hac t6 thdng qua su
pha hity va lay di hac t6 melanin trong thuong bi [68].

RUCINOL

Rucinol, mot dan chat cua resorcinol, 1a chat dau tién cho thay tc ché ca
hai men tyrosinase va TRP-1 [88].

CAC PHUC HOP KHAC

4-S-Cystaminylphenol (4-S-CAP) va cac dan chat, acerola (Malpighia
emarginata chtra carotenoids, bioflavonoids, vitamin C néng d6 cao), aloesin,
arbutin [89], cay thuong xanh day leo (bearberry), cinnamic acid, ellagic
acid[89], macelignan, methyl gentisate (MG), chiét xuat cay dau tam giay (paper
mulberry extract), resveratrol, oxyresveratrol (tac dung manh gap 150 lan hon
resveratrol, chiét xuat sophora (kurarinol, kuraridinol, va trifolirhizin).
1.2.2.2. Chét don dep/ Iam gidm géc tw do
ASCORBIC ACID

L-ascorbic-2-phosphate (magnesium-L-ascorbyl-2-phosphate) la mot dan
xuat vitamin C 6n dinh. Ascorbic acid 1a phuong thirc diéu tri hd tro trong ram
ma [76], [90] nai riéng va c6 hiéu qua trong diéu tri tang hac t6 n6i chung [68].
TETRAHYDROCURCUMIN (THC)

Curcumin 1a mot chat chéng oxy héa cd ngudn gbc tir ci nghé. Trong mot
nghién ciu c6 kiém ching bang gia duoc, mu doi, cuc bg, dugc thyc hién tai
Vién Nghién Cau Thudc Nhiét Béi (Research Institute for Tropical Medicine)
cua Philippines, hiéu qua gay mat hac té caa THC 0.25% va HQ 4% la tuong
duong nhau trong su6t thir nghiém kéo dai 4 tuan trén 50 bénh nhan [88].

CAC CHAT KHAC

Glutathione, thiotic acid (alpha-lipoic acid), alpha-tocopherol.
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1.2.2.3. Chit irc ché sw di chuyén melanosome
NIACINAMIDE

Niacinamide &c ché 35-68% sy di chuyén melanosome trong mot mau
ddng canh cay té bao sing/té bao hac td va lam giam hic t6 da trén mot mau
thuong bi tai cau tric nhidm hac t6 [91].

OCTADECENE DIOIC ACID

Octadecene Dioic Acid 1a mot dicarboxylic acid don bdo hoa c6 ngudn
géc tir sy 1én men sinh hoc cua oleic acid. Thir nghiém bdi mot 1an mdi ngay,
trong 8 tuan, trén 20 bénh nhan rdm mé4, cho thay 42.3% giam chi s6 MASI [88].
CHIET XUAT DAU NANH

Hermanns d& ghi nhan hoat tinh lam séng da trén 1am sang cua chiét xuat

dau nanh. N6 dugc xem 1a mot diéu tri thay thé HQ cho PIH va ram ma [88].
1.2.2.4. Chdt ting cwong chu chuyén té bao
RETINOIC ACID (TRETINOIN)[28]

Dung don tri hodc két hop véi cac thudc khac dé diéu tri rAm ma. Phan
loai nguy co thudc trong thai ky theo FDA: C
ALPHA-HYDROXY ACIDS (AHAS)

AHAs 1a mot nhém cac phic hop héa hoc carboxylic acid dugc thay thé
véi nhom hydroxyl trén vi tri carbon ké can. AHAs ¢ nguon gdc tir thire an bao
gom glycolic acid (tir mia duong), lactic acid (tur sita chua), malic acid (tir tao),
citric acid (tu trai cady ho chanh) va tartaric acid (tir rugu nho), mandelic acid.
AHAs lam giam sy két dinh té bao giita cac té bao sung tai vi tri trong cing cua
I6p stng. Ngoai ra AHAS con tac dong gy tang sd luong mucopolysaccharides
va soi lién két (collagen), gilp ting d6 day da nhung khong gay viém.
BETA-HYDROXY ACID - SALICYLIC ACID

Két hop HQ 4% va ot salicylic acid giup cai thién 66% bénh nhan ram
ma. Thudc duoc dung nap tot & bénh nhan co type da V va VI (84%) [1].
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1.2.3. Piéu tri hd tro
1.231. Lotda

Céc chét It da c6 thé 1a glycolic acid (GA), trichloracetic acid (TCA),
dung dich Jessner, lactic acid (LA), salicylic acid, phenol, tretioin. Hai thudc 16t
thuong dung nhat trong diéu tri ram ma la GA va salicylic acid [76], [90], [92].
1.2.3.2. Vi bao da

Vi bao da cai thién ram méa mot cach gian tiép bang céach gilp céc thudce
bdi tang cudong xuyén tham qua da ciing nhu cho phép 4nh sang phan chiéu tot
hon tir mot mat phang tron lang. Ti 1é cao cua céc tac dung phu (hinh thanh seo
16i, hat k&, ngtra, nang 16ng to, PIH va thay d6i hac t6, mat két ciu da phan ing)
1a 1i do tai sao mai mon da da duoc nghién ciru nhu 1a mot diéu tri bat kha di cho
ram ma nhung khong thé 12 mot phwong thirc diéu tri tiéu chuan [68].
1.2.3.3. Laser va IPL

Laser va anh sang xung cudng do cao (IPL) duoc sir dung trong diéu tri
ram ma loai thuong bi va hdn hop cho nhitng bénh nhan d4 nhan diéu tri boi tai
chd it nhat 3 thang [25], [80], [90] va chi dugc xem 1a phuong thirc diéu trj thir
yéu bai vi tai phét trong khoang hon 10% truong hop.
1.2.3.4. Dién di ion

Ascorbic acid tc ché hinh thanh hic td va lam giam hic t6 oxyt hoda,
khéng dé dang xuyén thdm qua da vi bi oxyt hoa rat nhanh. Magnesium-L-
ascorbyl-2-phosphate 6n dinh trong dung dich nuéc nhung dé& phan tach céc
anion, kho xuyén tham qua da. Phuong thirc nay cho hiéu qua tét hon va it tac
dung phu hon 16t rdm bang glycolic acid 70% [93]. Bac biét vitamin C phéi hop
oxygen cho tac dung nhanh hon cac phuong phap khac.
1.2.3.5. Thuéc uéng givp tring da
- PYCNOGENOL

La chat chiét xuat tir vo thdng bién Phap (Pinus pinaster). Pycnogenol c6

tinh chéng oxy hoa va chéng viém [94].
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- PROANTHOCYANIDIN

La nhitng chudi polymer thiét yéu cua flavonoids nhu 1a catechins duoc
chiét xuét tir hat nho. Thubc an toan va dugc dung nap tot [25].
- CAC THUOC UONG DPIEU TRI KHAC

Vitamins (carotene, C,E), Dimercaprol [25], Tranexamic acid [90], [95]
1.2.4. Phéi hgp thudc boi

Trong sudt pha diéu tri tich cuc, diéu tri bdi két hop duoc ding va co
nhiéu cach két hop khéac nhau trén thé gisi. Cong thirc két hop thuong dugc dung
nhat, dugc Kligman va Willis dé nghi nam 1975, 1a HQ 5%, tretinoin 0.1%, va
dexamethasone 0.1%. HQ wc ché sinh tong hop hac t6, pha hiy té bao hac to.
Tretinoin thuc day chu chuyén té bao trong Iép thuong bi, giam téc do di chuyén
ctia melanosome dén c4c té bao sung. Steroid tc ché chirc nang sinh tong hop va
bai tiét cia té bao hic t6, trc ché sy san xuat hac t& ma khéng gay phéa hay
melanosome. Trong bo ba két hop, tretinoin khéng ché tac dung gay teo da va
chéng phéan bao cua steroid, thuc day HQ xuyén tham qua I6p thuong bi va ngan
can sy oxyt hoa HQ. Steroid giam kich tng do tretinoin gay ra [68]. Cac cong
thire phdi hop phd bién khéac 1a cong thire Pathak (HQ 2%, tretinoin 0.05-0.1%)
va cong thuc Westhorf (N-acetylcystein 3%, HQ 2%, hydrocortisone 1%) [82].
Bo ba két hop wa nudc 6n dinh hon c6 ban trén thi truong 1a kem chira HQ 4%,
tretinion 0.05%, va fluocinolone acetonide 0.01% (Triluma Cream®) cho thay rat
hiéu qua trong diéu tri rAm ma. Trong thir nghiém da trung tim trén 641 bénh
nhan ram méa mat tir trung binh dén nang, 29% bénh nhan sach ton thuong hoan
toan sau 4 tuan va 77% bénh nhan sach hoan toan hoic gan hoan toan ton thuong
sau 8 tuan. Tac dung phu lién quan dén diéu tri tai tuan thir 8 1a do da, troc vay,
bong réat, kho da, va ngtra. Khdng bénh nhan nao bi teo da [96].

Phuong thirc két hop khéac la AzA20% va tretinoin 0.05%; AzA20% va
HQ 0.05%; HQ 2% phdi hop voi kem chéng nang hoic retinoic acid 0.05%
hoac ca hai [28].
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CHUONG 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU
2.1.1. P6i twong
Phu nit mang thai c6 hoic khong bi rdm m4 trong thai ky dén kham tai
Bénh vién Pai Hoc Y Duoc, co so 4, tir 02/2011- 03/2013.
2.1.2. Tiéu chuan chan doan: Chu yéu dya vao lam sang
- Céc vét, dat, ddm mau nau nhat hoic nau den tap trung thanh dam, ranh gioi
khong rd. Giira cac dam da xam c6 thé thay xen k& da lanh.
- Mau sic tir vang dén nau xam, khong teo da, khong ngura.
- Vi tri thuong gip ¢ mat, hau hét d6i ximg 2 bén nhu tran, ving dudi hdc mat,
thai duong, gd ma, giira 2 cung 16ng may, phan trén séng miii, phia trén 2 cung
I6ng may thanh hinh vong cung. Mi mét va cam thuong khong bi.
- D4u hiéu cha quan thuong khong co gi dic biét.
- Toan trang binh thuong hodc khong anh huong.
2.1.3. Tiéu chuan chon bénh nhan
- Nghién ciru lam sang, yéu té lién quan
+ Thai phy bi rAm ma trong thoi gian mang thai, €0 y dinh gilr thai
+ Pong y tham gia
- Xdc dinh néng dé ngi tiét té6 va méi lién quan véi lim sang ram ma
+ Thai phu c6 tudi thai 12-16 tuan thoa méan tiéu chuan cua muc tiéu 1
+ Thai phu c6 tudi thai 12-16 tuan nhung khong bi rAm ma trong thoi gian
mang thai (nhom ching)
- Nghién ciru higu qud diéu tri
+ Thai phu c6 tudi thai 12-16 tuan théa man tiéu chuan ciia myc tiéu 1
+ Khong c6 cac bénh 1i gan, than, phdi nang, HIV/AIDS
+ Khoéng c6 chéng chi dinh ding thubc
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2.1.4. Tiéu chuan loai trir
- Céac logi xam da khu tru ¢6 nguyén nhan

+ Xam da cua Riehl: xam da hinh mang lugi. Co6 vai tr0 cia anh sang, dinh

dudng kém (thiéu sinh t6 C, B, PP..), rdi loan tiéu hoa, Cu tang cao trong mau...

+ Bénh Linéa fusca: xam da vung tran, thuong kém theo ton thuong viém hoic u
& néo hoic than kinh trung uong

+ Tan nhang: gap ¢ ca nam va ni, nguoi tré va nguoi gia, con dugc cho 1a baot
sdc t0, ¢6 lién quan dén yéu t6 di truyén (hay gip ¢ ching toc da sang mau)

- Céac logi xam da lan toa toan than do cac nguyén nhan khac

+ R6i loan séc t6 di truyén

+ R6i loan ndi tiét: & bénh nhén suy tuyén thuong than (bénh Addison xam ca da
va niém mac), tuyén giap, tuyén yén

+ Chuyén hoa: bénh nhim sac t6 sit do &r dong qua mirc trong co thé

+ Dinh dudng: bénh nhan suy dinh dudng truong dién

+ Yéu t6 hod hoc: bénh xam da nghé nghiép thuong gip ¢ cong nhan tiép xic véi
san pham dau xang dau, hic in, chdng sét rét, tetraxyclin, nhiém doc chit Asen

+ Cac khdi u 4c tinh

+ Bénh sic t6 mau (Hemochromatose)

* Poi véi nhom can thi¢p, thém cac tiéu chuan loai trir sau:

- Khong tai kham theo dung lich hen hoac khéng tuén thu theo cac bién phap

- P4 str dung céc thude bdi co chira hydroquinone, tretinoin, steroids hoic céac
thudc uéng c6 chira dong van cia vitamin A (isotretinoin, acitretin), steroids
trong vong 6 thang trudc nghién ciru

- Tién str c6 dung 16t da bang hoa chat, vi bao da, laser trj liéu trong vong 9 thang
trude nghién ciu

- Di rng v&i mét trong cac thanh phan ctia thude bdi duoc sir dung trong nghién ciru
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2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thiét ké nghién ciu

- Muyc tiéu 1: nghién ciru mo ta cit ngang
- Muc tiéu 2: nghién ctru bénh ching

- Muc tiéu 3: nghién ctru can thiép c6 d6i ching két hop theo ddi doc (tién ctru)

theo thoi gian
2.2.2. C&# mau
- Muc tiéu 1
Cong thtrc woc luong mot ti 18 dugc sir dung dé udc luong ti 16 dbi tuong
c6 chi s6 MASI cao va rit cao:

72, p(1-p)

T

Trong do

- Z: tri s6 tir phan phdi binh thuong trong tng voi a (sai lam loai 1)

- p: ti 1€ udc tinh

- d: sai s ctia wéc luong

Céc nghién ciru trude day cho thay ti 18 cac rdi loan tang hac té trong thai
ky nhu ram m4, sam da duong giita bung, thAm quang vii, tham cac nép 16n dao
dong tir 5% dén 87,5% [7], [29], [98], [4], [3], [6] nén trong nghién ciru nay du
Kién ti 16 cac dic diém s& twong ty va vi vay ti 18 p s& chon 13 0,5 dé dam bao co
c& méu 16n nhat. Véi ky vong d khoang 4% va o 1a 5% thi ¢& mau it nhat can c6

cho nghién ctru 1a 601.

Thyc té da thu nhan duge 622 phu nit mang thai bi rdm maé trong thoi gian

mang thai vao nghién ctru.
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- Muc tiéu 2
Cong thirc ude tinh ¢& mau cho nghién ciru bénh chimg nhu sau:

_ p1OR
1+ p,(OR-1)

P2

_Pitree
1+r

. 2w [T+ PP +Zipfrm (= p) +p( - 1)

n
r(p2 —p)’
2
n’ 2r+1)
ne—|(1+ [1+———
4 n'rlp; —pl
Trong do:

- Z: tri s6 tir phan phdi binh thudong twong tmg véi a (sai 1am loai 1) hodc

B (sai 1am loai 2)

- p1 la ti 1& ¢6 phoi nhiém trong nhom khong bénh

- OR la ti 56 s6 chénh vé bénh gitta nhém phoi nhiém so véi nhém khong
phoi nhiém

- 12 ti s6 c& mau giita nhém khéng bénh va nhém bénh

o duogc thiét 1ap 1a 5%, B 1a 20% twong (ng Véi sirc manh théng ké 1a
80%; p; la ti 1¢ tang estradiol hoac progesterone trong nhoém khong c6 ram ma va
tir nghién ctru trude cho thay p; = 0,25; OR 14 ti s6 s6 chénh vé ram ma & nhom
6 ndi tiét td tang cao so véi nhom cob nodi tiét to binh thuong, voi ky vong OR =
2,75; va ti s6 ¢& mau 1a nhu nhau (r=1), thico mau can cho mdi nhom 14 78.

Thyc té da thu nhan duoc 80 phu nit mang thai 12-16 tuan tudi, bi rAm ma
trong thoi gian mang thai va 85 phu nit mang thai 12-16 tuan tudi, khong bi ram

mé trong thoi gian mang thai vao nghién ciu.



36

- Muc tiéu 3
Cong thirc ude tinh ti 1¢ cai thién ram ma sau can thiép dua vao phép kiém
Chi binh phuong McNemar cua David Machin et al (2009):

_ ma(1 —mp)

® _TTB(l—?TA)

Mpiscordant — 3’7,4(1 - WB) + 71’5’(1 - JTA)

2
(Zl—afg ((10 + 1) + Zl—ﬁv’((ro + 1)2 - (90 - l)ETrDisconant)

(99 - 1)2 M piscordant

Npair =

ma la ti 1€ cai thién ram ma trong thai ky khi khong cé can thi¢p (0% [27];
ng la ti I¢ cai thién rdm ma sau can thiép (voi ky vong ti 1€ cai thién tinh trang
ram ma la 38% dya vao nghién ciu cua Lakhdar H va cs [9]); o = 0,05; p = 0,20
thi ¢& mau it nhat can thiét cho mdi nhém can thiép trong nghién ciru 13 19.

Thyc té thu nhan duoc 57 thai phu thugc nhém boi AzA, 40 thai phu
thuoc nhom bdi Uve va 44 thai phu thugc nhom mang KT vao nghién cuu.

2.2.3. Vat liéu nghién ctu

2.2.3.1. Kem chéng ning

+ Tén san pham: UVEBLOCK® 30

+ Thanh phan: ethylhexyl methoxycinnamate, octocrylene, ethylhexyl salicylate,
titanium dioxide, glecerine, cyclopentasiloxane, pentylene glycol, butyl
methoxydibenzoylmethane, peg-2 stearate, tocopheryl acetate, nudc

+ Tac dung: chéng UVB véi SPF 30 va chong UVA

+ Téc dung phu: chit chéng ning vo co (titanium dioxide) khong xuyén thim
qua té bao da binh thuong va I cac chat tro vé mat héa hoc; chat chéng ning hitu
co (cinnamates, salicylates, octocrylene) chua ghi nhan phét hién dugc trong
huyét trong sau khi boi

+ Céach dong goi: dng kem 40ml

+ Nha san xuét: Alpol Cosmetique, Phap

+ Nha cung cép: Cong ty Duoc Pham Sao Khué



37

2.2.3.2. Kem tdy rdm

+ Tén san pham: ANZELA®

+ Thanh phéan: 1g kem chira AzA 200mg, methylparahydroxybenzoate 0.5mg,
propylparahydroxybenzoate 0.5mg

+ T4c dyung: tri mun trimg c4, trj ting hic t6 da

+ Tac dung phu: ngtra da, do da, cham chich...

+ Céach dong goi: 6ng kem 10g

+ Nha san xuat: Chung Gei Pham Co. Ltd

+ Nha cung cap: Cong Ty Trach Nhiém Hiru Han Dugc Pham Ngoc Chau
2.2.3.3. Khdu trang

Hinh 2.1: khau trang
+ Tén san pham: SUBY®
+ Noi san xuat va cung cap: 191/ 5, dudng Bai Say, phuong 4, quan 6, thanh phd.
H6 Chi Minh
+ CAu tao: vai cotton dﬁy véi sgi vai chat, 2 16p ¢6 mau sam trong do co it nhat

mot 16p mau den
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+ Kich thude du rong sao cho che phu toan bd hai ma tir trude tai phai sang trudc
tai trai, vat ngang qua song miii va di dai sao cho che phu tir dudi mi mét dudi
dén dudi cam dugc nghién ciru vién cung cap cho thai phu

2.2.3.4. Den Wood’s

Hinh 2. 2: dén Wood’s

Pén Wood’s 13 mot cong cu dung dé chan doan cac bénh 1y Da Lidu, phat
ra chum tia sang c¢6 budc song 325nm.
- Xuét xtr: Trung Québc
- Cau tao: hop dén hinh vong tron chira mot bong dén hinh vong tron c6 nang
luong 18w.
2.2.3.5. Thiét bi do mau (colorimeter)
- Tén san pham: IMS Smart probe 400
- Xuét xtr: Nhat Ban
- Nha san xuat: IMS inc.
- Cau tao may:
+ Dién tich ving do: 0.95 cm? Man hinh: LCD 16 ky ty x 2 dong
+ Dén: tungsten chira khi; B6 cam nhén: 6 té bao quang hoc silicon

+ Dang biéu hién két qua: L*a*b*; Ngudng do: L: 20-100
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+ Khoang cach ti thiéu giita 2 1an do: 1 gidy
+ Ngudn nang luong: 4 pin AA hoic AC adaptor

+ Kich thude: 59 x 158 x 85 mm; Trong lugng: 360g

Hinh 2.3: may IMS Smart probe 400 va cach do mau sac da

- L*a*b*- Hé mau doc 1ap: 12 mot hé mau doc 1ap khong phu thude dua vao thiét
bi nao nhung van c6 thé cung cap mot tidu chuan quan Iy mau sic mang tinh
tham khao toan cau. Hé mau khoa hoc nay duogc phat trién vao nim 1931 boi to
chirc Commission Internationale de 1'Eclarage, duoc nhiéu nguoi biét dén véi
tén la CIE.
- Hoat dong cua hé L*a*b*:
Hé L*a*b* md ta cac mau sic boi vi tri doc theo 3 truc theo hé mau 3D.
Truc L dai dién cho muc do sang hoac t6i cia hinh anh — mot phép do do den-
trang ctia bat cr mot mau sic nao. Tryc a hién thi mau tir d6 sang xang 1. Truc b
hién thi mau tir vang sang xanh duong.
Vi tri hé mau L*a*b* dugc xac dinh theo cach sau:
+ Giatri L tir 0 (tat ca déu den) dén 100 (tat ca déu tring)
+ Vjtri cta tru a, trong khoang -128 (xanh 14) dén 127 (d6)

+ Vi tri ca tru b, trong khoang -128 (xanh dwong) dén 127 (vang)



40

White
L* =100

Yellow
Green / +b*
-a
Eed
Blue/ +a*
b"

Black
L=

2.2.4. C4c buéc tién hanh
2.2.4.1. M0 td dic diém lim sang
Héi bénh thu thip thong tin
- Pac diém déi tuong tham gia nghién ctu: tuéi, dia du, nghé nghiép, tudi thai, )
lan sinh, ddc diém chu ky kinh nguyét, tién sir ding thudc tranh thai, tién sir gia
dinh rAm ma4, tién sir rAm mé & cac 1an mang thai trudc
- Thoi quen (tiép xac ANMT, mang khau trang, bdi kem chéng nang, ding m§y
pham)
- Thoi gian khéi phat ram ma
Kham bénh
- Xac dinh ram ma
- Xac dinh cac thé 1am sang rAm ma: trung thm mat, cach budm, ham dudi
- Phan loai ram ma bang chiéu dén Wood’s trén tén thuong, néu
+ Thuong ton dam hon khi nhin bang mat thuong: rdm ma & thuong bi
+ Thuong ton md hon khi nhin bang mét thuong: rdm ma ¢ trung bi
+ Thuong ton ¢4 chd dam, chd md: rAm mé hdn hop, & thuong bi 1an trung bi.
- Xac dinh céc rdi loan hic t6 trong thai ky: tan nhang, sam da duong giira bung,

sam da quanh rén, sam da quang vi
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- Panh gia mirc d6 ting hic t6 cia ton thwong: bang 3 phuong phap

. Panh gia theo chu quan cia thay thudc theo 4 muc do [99]: 1- Nhe (nau

sang); 2- Vira (nau); 3- Nang (nau tdi); 4- R4t nang (den)

+ Panh gia theo chi s6 MASI [90]:

Chi s6 MASI duoc xdy dung boi Kimbrough Green va cs va duoc ap dung

rong rdi va chuyén biét trong “Phac d6 huéng dan cho cac thir nghiém lam sang

ram ma” [99] dung dé do muc do cia ram ma.

A (area)

D (darkness)

H (homogeneity)

F (forehead)

MR (right malar region)

: 40 t6i cna thuong ton

: tran

> vung ma phai

: phan tram bé mit tuong ddi cta thuong ton

: 40 ddng nhét cua ting hac t6

ML (left malar region) > vung ma tréi
C (chin) : cam
Gia tri A D H
0 Khéng ton thurong Khong c6 Téi thicu
1 >0-9% Nhe Nhe
2 10 - 29% Vira Vira
3 30 -49% Néang Nang
4 50 — 69% Rat ning Téi da
5 70 — 89%
6 90 — 100%

Vung ma phai hoac ving ma trai, tuong tng 30% dién tich, vung tran

turong tng 30%, vliing cam tuong tng 10% dién tich toan mat (100%).



2 T
LOTINC )
30% 30%

MASI = 0.3(De+He)As+0.3(Dur*+Hur) Aur+0.3(Dumi+Hu )Am +0.1(De+He)Ac

Gia tri cua chi s& MASI thay d6i tir 0 - 48, trong d6 mirc 6 nhe < 5.5,
trung binh > 5.5 - < 8.7, niing > 8.7 - < 13.1, rit niang > 13.1 — 48 [100], twong
mg vé6i gi tri chi s6 MASI cang cao thi muic do tang hac t6 cang nang.

+ Péanh gi4 theo may Colorimeter dé do d6 sang tdi cua thuong ton [90]:
Ap viing “ctra s6” do ctia may colorimeter trén vi tri mudn do, bdm nut chd trong
vai giay, cac chi sé L, a, b s& hién 18én man hinh caa may. Cac thong sé do duoc
tai vi tri ddm nhat s& duoc ghi vao bang thu thap sd liéu. Cac chi sb sé& thay doi
theo murc d6 sang/tdi cuia da, ¢6 thé tir L am (den) dén L duong (trang). Da nguoi
binh thuong co6 gia tri L = 45-65. L cang cao twong ung da cang sang [99].

Ghi chép két qua vao bang thu thap so liéu (xem phu luc 2)
- C4c xét nghiém vé tim, phoi, chtrc nang gan chi dugc thyuc hién khi c6 dau hiéu
goi Y va can thiét

- Chup anh trudc, sau diéu tri theo diéu kién chuan



43

2.2.4.2. Pinh lwong nong dj ndi tiét té estradiol, progesterone

- Nguyén ly xét nghiém: Dinh luong noi tiét to estradiol va progesterone trong
mau theo phuong phap mién dich dién hoa phat quang ECLIA
(Electrochemiluminescence Immunoassay). Pay l1a phuong phap dugc dung trén
may phan tich COBAS E® véi bo kit Estradilol 11 va Progesterone 11 cia nha san
xuat Roche Diagnostics GmbH. Xét nghiém dya trén nguyén ly canh tranh. Tong
thoi gian xét nghiém la 18 phut.

- Cach tién hanh:

L4y 2-3ml méu cia thai phu (nhin déi, budi sang) cho vao éng nghiém
khong chira chat chong dong, dé ¢ nhiét do phong khoang 15 phut dé mau dong
lai, quay ly tdm dng nghiém voi van tdc 4.000 vong/ phat trong 15 pht, st dung

huyét thanh 1am xét nghiém.
+ U méau lan tht I:

Pinh lugng estradiol: bang cach 0 mau (35 pL) v6i khang thé d4 duogc
biotinylate hoa chuyén biét-estradiol, hinh thanh mot phtrc hop mién dich, sé

lwgng cta né phu thudc vao nong do analyte trong mau thr.

Dinh lugng progesterone: mau thir 30 uL — bao gém ca khang thé chuyén
biét progesterone don dong da duoc biotinnylate héa vad mot din xuét cua
progesterone danh dau bang phirc hop ruthenium — duoc i voi Danazol dé phong
thich progesterone. Progesterone tir miu thir canh tranh v&i dan xuét cia

progesterone danh dau tai vi tri bam dinh khang thé.
+ U mau lan tha II:

Dinh luong estradiol: sau khi thém vao c&c vi hat dugc bao boi
streptavidin va mot dan xuat cila estradiol danh déu bang phirc hop ruthenium,
nhitng vi tri van cOn trong cia cac khang thé da duoc biotinylate hoa sé bi chiém
chd, hinh thanh phic hop khang thé-hapten huéng vé pha dic thong qua su

tuong tac cua biotin va streptavidin.
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Dinh lugng progesterone: sau khi thém vao cac vi hat dugc bao badi
streptavidin, phirc hop huéng vé pha dic thong qua su tuong tic cla biotin va
streptavidin. S6 luong dan xuit progesterone danh diu huéng vé pha dic ti 1¢

nghich véi lugng progesterone ctia mau thir.

+ Hon hop phéan tng duge hat vao 6 dinh lwgng noi ma céc vi hat bi bat
giit trén bé mat dién cuc do tir trudng. Cac co chat khong bam dinh bi loai bo véi
ProCell. Ap mot dién thé 1én dién cuc tao ra sy phat quang hoa hoc
(chemiluminescent emission) ma s& dugc do bang bd nhan quang dién

(photomultiplier).
- Poc két qud: Mot biéu d6 dinh lwong dd duoc hiéu chinh mot cach chuyén biét
bai su so mau 2-diém va mot dudng cong gde thong qua mé vach cia chat thir s&
gitip xac dinh két qua. Theo phuong phap nay chi s6 trung binh ni tiét t6 trong
thai ky trong khoang tir tuan 12-16 nhu sau

+ Estradiol (tri sé binh thuong ¢ phu nit khong mang thai: 1-153pg/ml). Tang:
154 - <4300pg/ ml. Tang cao: >4300pg/ ml

+ Progesterone (tri so binh thuong ¢ phu nit khong mang thai: 4 - 25ng/ml).
Téang: 26 - <50ng/ ml. Tang cao: > 50ng/ ml
Ghi chép két qua vao bang thu thap so liéu (xem phu luc 2)
2.2.4.3. Pdnh gid hiéu qud mét sé bién phdp can thiép
- Bénh nhan duoc chia ngiu nhién bang cach bat tham thanh 3 nhdm theo thir tu
nhu sau: nhém bdi AzA (goi 12 nhdm AzA), nhém bdi kem chéng ning (goi 1a
nhom Uve), nhém mang khau trang (goi 1a nhom KT)
- Céch thire tién hanh: trong thoi gian nghién ctru, thai phu déu dugc tu van ding
cac bién phap can thi¢p dung cach nhu sau

+ Nhom boi thudc tay ram AzA: tu van k§ dé bénh nhéan tuan thu thoi gian
diéu tri, giai thich céac tic dung phu ctia thudc bdi da mat va hudng dan cach boi

= Rira mit nhe nhang, dam bao da sach va kho khi bai thudc
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= BO6i mot 16p mong déu trén ton thwong, masage nhe
= Khoéng dé kem dinh vao mat, miéng hodc cac ving da nhay cam khac
» Rira tay truede va sau khi boi
= Tranh gay bit tic viing da bdi thudc
= BO6i 1 lan mdi ngdy vao budi toi, bdi lién tuc it nhat 6 thang
= Ngimng b6i néu sau 2 thang khong ¢6 hiéu qua
+ Nhom boi kem chéng nang: bdi mot 16p déu dong nhét va khéng qua mong
trén toan bo da mat, boi 15 - 30 phit trude khi tiép xac anh ning, tranh tiép xtc
v6i 16p kem sau khi da boi, nén boi lap lai sau mdi 2 - 3 gid néu con tiép xtc anh
nang hodc sau khi 16p kem bi trdi bot
+ Nhom mang khau trang: deo khau trang mdi khi ra nang, nhat 1a thoi gian tir
9 gid sang dén 16 gid chiéu
- Tat ca cac nhom déu dugc tu Van tranh cac yéu té gy tang hic to da nhu han
ché tiép xac anh ning nhat 1a tir 9-16 gid hang ngay, tranh nhiét, tranh kich thich
cha xat da, tranh sir dung cic san phim gdy nhay cam anh sang, han ché xa

phong, chat tay rira.

- Bénh nhan duoc theo ddi 5 hodc 6 lan (lan 0, 1an 1, 1an 2, 1an 3, lan 4/5) tuong
mg tai C&c thoi diém nhu sau: lic nhan vao nghién ctru can thiép (TO) va tai
kham mdi thang sau cho dén khi sinh (T1, T2, T3, T4/5).

- Panh gi4 hiéu qua diéu tri
+ Panh gia mirc d6 tang hic to

Ddnh gid chii quan ciia thdy thuéc: thong nhat vé hé thong thang diém
truée khi bit ddu nghién ctru. C6 5 mic d6 nhu sau[99]: 0 — Hét (sach thuong
ton, cOn vai vét hic tb nho); 1 — Cai thién dang ké (ton thwong nhat mau han so
véi viing da xung quanh, kho phat hién); 2 — Cai thién nhe (nhat mau nhung van
thay 16); 3 — Khong thay d6i (nhu cii); 4 — Ning hon (xut hién thuong ton méi

hoac dam mau hon)
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Ddnh gid theo chi s6 MASI
Ddnh gid theo mday Colorimeter
+ Panh gia sy xuat hién cila ton thuong méi

0 — khong c6 su xuat hién cta ton thuong méi so v6i hinh anh cii
1 — ¢6 sy xuat hién cua tén thuong méi so véi hinh anh cii

- Panh gia tac dung phu ciia mdi phac do:
Theo bénh nhdn: cam giac nglra, bong rat, cham chich. Cac tac dung phu
nay dugc chia theo thang diém 0 — khdng; 1 — nhe; 2 — trung binh; 3 —
nang, dua trén mac do cam nhan cua bénh nhan
Theo thdy thuéc: d6 da, kho da, troc vay, mun nudc, phat ban trimg ca.
Cac tac dung phu nay dugc chia theo thang diém 0 — khong; 1 — nhe; 2 —
trung binh; 3 — ning, dua trén dic tinh cta cac thuong ton hién dién (muc
0, s6 luong hay dién tich)

- Hoi va tu van cach ap dung cac bién phap can thiép

- Ghi chép két qua vao bang thu thap s6 lidu (xem phy luc 2)

- Chup anh theo diéu kién chuan
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2.2.5. Pinh nghia bién s6 va kiém soat sai léch
2.2.5.1. Xdac dinh co thai

Dua vao hd so bénh an cia thai phu. Xéac dinh tudi thai dya vao ngay bat
dau hanh kinh caa ky kinh cubi két hop v6i két qua siéu &m dy doan tudi thai
trong 3 thang dau thai ky.
2.2.5.2. Pic diém lim sang
- Thoi gian khoi phat: 12 bién dinh luong thé hién thang thir may trong thai ky bét
dau c6 ram ma. Trong phan tich, bién thoi gian khéi phat duge phan nhom thanh
bién thir tw gdm: bat dau cd thai, tir 1-3 thang mang thai, tir 4-6 thang mang thai
va > 7 thang mang thai.
- Thé 1am sang: Ia bién dinh tinh, gdm 3 thé canh buém, trung tim mat va ham dudi.
- Loai ram ma: 14 bién dinh tinh, gom 3 loai thuong bi, bi va hdn hop.
- Ri loan hac té khac trong thai ky: 1a bién nhi gia, gom 2 gia tri dugc danh gia
qua tham kham 14m sang c6 réi loan hic t6 va khong, duoc thé hién cu thé qua
tirng loai réi loan hic t6: tan nhang, sam da duong giira bung, sam da quanh rén,
sam da quanh quang vu.
2.2.5.3. C4c yéu 6 lién quan
- Tuoi: bién tudi dugc phan nhom thanh bién nhi gia gom 2 nhom 1a > 30 tudi
va < 30 tuoi.
- Noi cu ngu: 12 bién nhi gia gdm 2 gia tri tp. H6 Chi Minh va tinh khac.
- Tuoi thai: 12 bién dinh lwong thé hién s6 tuan mang thai. Trong phan tich, tudi
thai duoc phan nhoém thanh bién tht ty bao gom 3 gia tri: < 12 tuan, 13- 24 tuan
va > 25 tuan.
- S6 lan sinh: 12 bién dinh luwong thé hién s6 1an mang thai va sinh con song cia
thai phu truéc 1an thai ndy. Trong phan tich, s6 l1an sinh dugc phan nhom thanh
bién thtr ty gdm 3 gia tri: chua timg sinh, sinh 1 1an, sinh > 2 lan.
- Tién sir rAm ma 1an mang thai trudc: 12 bién nhi gia gém 2 gia tri c6 va khong.

- Chu ky kinh nguyét: I bién sb nhi gia gom 2 gia tri déu va khong déu.
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- Ding thudc tranh thai: 1 bién s6 nhi gia gdm 2 gia tri ¢6 ding thudc tranh thai
truée khi mang thai 1an ndy va khong.

- Tién st gia dinh ram ma: 1a bién s6 nhi gid gébm 2 gié tri c6 (it nhat 1 nguoi co
lién quan tryc tiép (F1) d4 timg c6 ram m4) va khong.

- Bénh noi tiét, bénh man tinh: 1a bién nhi gia, gom 2 gié tri c6 va khong.

- Tiép xtic ANMT: 12 bién thr ty, gom 4 gia tri khong tiép xuc, tiép xuc tir 15-30
phut, tiép xuc tir 30-60 phit va tiép xtic > 60 phut.

- Thoi quen mang khau trang: 12 bién s6 dinh tinh, gém 3 gi4 tri khong c6 thoi
quen deo khau trang, c6 deo nhung khong dung cach (khau trang khong bang vai
cotton déy chat hoac khong sam mau hoac khong che phi hoan toan khi mang),
va c0 deo dung cach.

- Théi quen bdi kem chéng nang: 12 bién dinh tinh, gém 3 gia tri khong c6 thoi
quen boi kem chdng nang, co thoi quen nhung khong dung cach (bdi khéng
day du hodc tao mot 16p chéng nang khong dong nhat trén bé mat da; khong
b6i 15-30 phut trudc khi tiép xtic anh nang va mdi 2 -3 gio sau boi lai néu van
con tiép xtc 4nh nang hodc khi ra mo hoi hodc khi boi 16i) va co thdi quen va
b6i dang cach.

- DUng m¥ pham: 1 bién dinh tinh, gom 3 gia tri khong sir dung my pham trén
mat, thinh thoang sir dung (< 3 ngay/ tuan) va thuong xuyén sir dung (> 3
ngay/ tuan).

2.2.5.4. Cac thong sé két qud

- Noi tiét t6: 12 bién sd dinh lwong thé hién ndng d6 ndi tiét td estradiol va
progesterone. Trong phan tich, bién s6 noi tiét té dugc phan nhom thanh bién
dinh tinh nhi gi4 gdm: ting cao hoic tang. Tang cao khi nong do estradiol >
4300pg/ ml va progesterone > 50ng/ ml (dwa vao biéu d6 dinh lugng va duong
cong goc duoc cung cap bai nha san xuét bo kit thi).

- Gia tri L: 12 bién dinh luong thé hién gia tri L duoc do bang may. Trong phan
tich, gia tri L dugc phan thanh 2 nhém gom cao va thap. Cao khi gia tri L > 56,5
(56,5 la gia tri L trung binh trong pilot study cta nghién ciru nay).
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- Chi s6 MASI: la bién dinh luong thé hién chi s6 MASI (xem cach tinh muc
2.2.4.1.). Trong phéan tich, bién nay dugc phan thanh bién dinh tinh khi can thiét
bao gom 2 nhém (nang/ rt ning va nhe/vira), 3 nhom (ning, nhe va vira) va 4
nhom (rit nang, ning, vira va nhe).
2.2.5.4. Kiém sodt sai lgch
- Kiém soat sai léch thong tin: moi cong tac vién la cac bac si chuyén khoa da
lidu ¢4 duoc huéng dan, tap hudn vé cach chon dbi tuong, cach khai thac thong
tin. Po ndi tiét t6 do phong xét nghiém ctia Bénh vién Pai hoc Y Duge thyc hién
dé dam bao tinh chuyén nghiép, chinh xac va khach quan. Thiét ké b cau hoi
ngan gon, dé tra 10i va c6 phan ma hda thong tin.
- Kiém soat sai 1éch chon liwa: duoc danh gia theo cac tiéu chi dam bao dung véi
muc tiéu dé ra. Phuong phép chon tt ca cac dbi twong trong thoi gian nghién ciu
cling phan n&o han ché dugc sai léch lya chon.
2.3. PIA PIEM VA THOI GIAN NGHIEN CUU
- Nghién ctru 1am sang: tai Bénh vién Pai Hoc Y Duoc, co so 4, tu 02/2011-
03/2013
- Xét nghiém: dinh luong estradiol va progesteron tai Bénh vién Pai Hoc Y
Duogc, co s¢ 4, tir 02/2011- 08/2012
2.4. XU LI SO LIEU

S6 lidu duoc 1am sach va danh ma s6 trudc khi nhap vao may tinh bang
phan mém EpiData 3.1. Dit liéu sau qué trinh kiém tra s& dugc chuyén sang phan
tich bang phan mém Stata 12.

Thong ké mo ta: dugc thé hién bang tan sb va ti 1¢ phan trim. Mot s6
bién sb dinh lugng s& dugc mo ta bang gia tri trung binh va d6 1éch chuan.

Théng ké phan tich: Véi myc tiéu 1 va 2, kiém dinh Chi binh phuong dé
xac dinh mbi lién quan giita cac yéu t6 voi phan nhém MASI ¢ ngudng ¥y nghia
la 0,05. Ti s6 sé chénh (OR) va khoang tin cdy 95% ciing duoc dung dé luong

héa médi lién quan giira cac yéu td. Cac yéu t6 c6 lién quan duoc dwa vao mé hinh
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da bién nham kiém soat tac dong clia cac yéu to cOn lai bang phwong phap hoi
qui logistic. Véi myc tiéu 3, thém kiém dinh Chi binh phuong McNemar, phan
tich theo ddi doc, hé s udc lugng ctia mé hinh va khoang tin ciy 95%.
2.5.PAO PUC NGHIEN CUU

La nghién ctu quan sat két hop véi phuong phap can thiép khong xam
lan, thong tin dwgc ma hoa va bénh nhan co quyén tir chdi khong tham gia nghién
ctru ma khong anh hudéng dén qua trinh khdm bénh va/hoic diéu tri ciia ho. Dé
cuong nghién ciru da dugc HOi dong cham dé cuwong Nghién ciru sinh cua
Truong Pai Hoc Y Ha No6i va Phong Nghién Ctru Khoa Hoc ctia Bénh vién Dai
Hoc Y Dugc thanh phé Ho Chi Minh xét duyét va théng qua. Céc vat liéu dung
trong nghién ctru khong co6 tac hai trén ddi tuong tham gia nghién ciu da duoc
ghi nhan trong y van. Phiéu thu thap dir li¢u, cac file hd so dwoc luu trir can than.
2.6. HAN CHE CUA DPE TAI

La nghién ciru tai bénh vién nén két qua nghién ciu chua dai dién cho
cong dong.

Nghién ciru thyc hién trén thai phy, can dam bao an toan cho ca me va con
nén nhiéu phuong phap diéu trj rim ma thong thuong khong duoc ap dung.

Trong nghién ctru nay khong dinh lugng AzA trong mau va nudc tiéu cua
thai phu sau 6 thang boi thudc vi han ché trong xét nghiém, hon nira AzA 1a hoat
chat ¢6 trong ngudn thirc an hang ngay, an toan ddi véi thai ky. Sau khi boi, AzA
tham qua thuong bi rat thip va khong giy thay doi nong do co ban trong huyét

twong va trong nudc tiéu.
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CHUONG 3
KET QUA NGHIEN CUU

Tu 02/2011- 03/2013 chdng toi thu nhan vao nghién ciru 622 trudong hop

phu nit mang thai bi rAm ma. C4c s6 liéu phén tich nhu sau

3.1. PAC PIEM LAM SANG VA CAC YEU TO LIEN QUAN PEN RAM

MA G PHU NU CO THAI

m Nhe ® Trung binh 11 Nang = Rat nang

Biéu d6 3.1: phan nhom ram ma theo chi s6 MASI (n = 622)
Nhan xét biéu d6 3.1

Thai phu bi ram ma c6 MASI nhe/ vira chiém da s6 88%, MASI nang/ rat

nang chiém 12%.
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3.1.1. Pic diém lam sang

Bang 3.1: Pic diém 1am sang va mbi lién quan dén MASI (n = 622)

MASI
Yéuté  [Tansé (%) Niang/rat | Nhe/vira| p |OR (KTC 95%)
nang n (%) | n (%)

Thaoi gian khéi phat

_________________________________________________________________________________________________________________

-------------------------------------------------------------------------------------------------------

-----------------------------------------------------------------------------------------------------

_____ >7thang 1 79(127) : 12(152) | 67(848): 1107 (0,49-233)
Thélamsang
,,,,, Cinhbuém  : 621(998) : 76 (12,2) 545(878): o i = -
_____ Trungtammat; 1(02) : 0 | 1(00) : ="~ &
Logiramma
_____ Thuongbi ~  68(109) | 6(88) | 62(912) S T
BI 1 77(124) 1 4(2) | 73(948) 10063 :057(015-21)
_____ Honhop 1 477(76,7): 66(138) [411(862); 1,66 (0,69-3,99)
Tannhang
N 246(395) :  18(7,8) 228(92,7): ;0 1043 (0,25-0,75)
... Khong  :376(60,5) : 58(154) :318(846): " " . 1
Sam da dwong gitabyng
.Co o i371(596) ;0 58(156) (313(844): o, 12,40 (1,38 -4,18)
Khong ~ 1251(404): 18(72) 233(%28): " i 1
Sam da quanhron
...Co 1341(548) | 53(155) 288 (84)5) 0.005 2:96 (1,23 -3,46)
... Khong  :281(452): 23(82) :258(918): """ i 1
Samdaquangvé
...Co . 1561(90.2): 70(125) 491 (87.5); ;g i1,31(0,54-3,15)
Khong | 61(98) | 6(98) 55(90,2) i " 1

*Kiém dinh chinh xac Fisher
Nhén xét bang 3.1
Ti 18 khoi phat rAm maé trong 3 thang dau thai ki 1a 58,7%, trong d6 hau
hét 99,8% la thé canh budm; ram ma hon hop chiém da s6 (76,7%); 90,2% sam
da quang via; 59,6% sam da duong gitta bung; 54,8% sam da quanh ron; va
39,5% tan nhang.
Phén tich don bién cho thdy c6 méi lién quan giita MASI nang véi ¢ sam da

duong gitta bung, ¢6 sam da quanh rdn va tan nhang ¢6 y nghia thong ké (p < 0,05).
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3.1.2. Cac yéu t lién quan

Bang 3.2: Céc yéu t6 lién quan dén MASI (n = 622)

MASI
. . s . Ning/ rat
Yéu th Tansé (%) | Nhe/vira | p | OR (KTC 95%)
niang n
n (%)

(%)
s
______ Sowsi [ 2s@e) | 1568 | 21eas | o1

> 30 tudi 387(62,2) | 63(16,2) | 325(838) 3,30 (1,77 - 6,13)
Piachi
T R T e

Tinh khac 92 (14,8) 15(16,3) | 77 (837) 1,50 (0,81 - 2,77)
Tubieai T
""" <12win | 96(154) | 9(94) | 8706 | . 1¥
13-24tudn | 188(30,2) | 12(64) | 176(93,6) | 0,003 | 066 (0,27-162)
s 2Swan 338 (54,4) | 55(163) | 283(837) | | 1,88 (0,89 - 3,96)
SélAnsinh
””” Chwa | 241(388) | 20(83) :22109L,7){ . 1
| Sinhllin | 321(516) | 43(134) | 278(866) | 0012 171(098-299)
 Sinh>2Bn | 60(96) | 13(L7) | 47(783) . 3,06 (142 - 6,57)
Tién sit rAm m4 An mang thai rwec
- c6 | 204(328) | 36(176) | 168(824) | 2,02 (125-329)
______ Khong | a18(67.2) | 4098 | ar8(04) | Ot T
CKKN
Pl 48(752) | SAULY) | 414@89) . 078(046-13)

Khongdeu | 154(248) | 22(143) {1%2@57 ¢ | 1
Duing thude tranh thai
GO 1@y | 18(100) 152894 . 080(046-141)

Khong 452 (72,7) | 58(12,8) | 394 (87,2) 1
Titn s gia dich rAmma
GO BEIY L HM@H 20205 o 138(085-224)




T TKmeng . 597(860) | 72(124) | S25(678) CP T 1
Tién sir bénh man tinh

R Co i 30(4,8) i 3(10,0) : 27(90,0) | ggqe . 0.79(0,23-267)
__________ Khong 1 592(952) : 73(123) :519(87,7) ; "~ L1
Tiép xtic ANMT tir 9-16 giov

Khong 59(95) | 2(34) |57(66 : 1
15-30phit | 195(3L4) | 17(87) (178(9L3) | _ . 2,72(0,61-12,14)
30phit—1gic | 122 (196) | 16(131) | 106(86,9) | | 430(0,96-1937)
>1giv | 246(395) | 41(167) | 205(833) | | 570(1,34-24,28)
Théi quen mang khdu trang
Khong | 102(164) | 12(118)  90(882) i . 1
C6 (khong ding) | 473 (76,0) | 56 (11,8) | 417 (88,2) | 0,579 = 1,01 (0,52 -1,96)
Co (ding cich) | 47 (7,6) | i 8(17) | 39(83) | 1,54 (058 - 4,06)
Théi quen boi kem chéng ngng
Khong | 481(773) | 59(123) |422@77)) 1
C6 (khong ding) | 137 (22,0) | 16 (11,7) | 121(883) | 0587° 095(053-17)
Co (ding cach) | 407 | 1(25) 3(75) 238(024-233)
Dung my phém
Khéng | 192(309) | 25(13) | 1.67(¢87) | . 1
Thinh thoang | 216 (34,7) | 29(13,4) | 187 (86,6) | 0,560 & 1,04 (0,58 -1,84)
Thuong xuydn | 214 (34,4) | 22 (10,3) | 192 (89,7) | 0,77(042-1,41)

¥ OR KNi 50 sanh tudi thai = 25 tuan voi tui thai 13 — 24 tudn 12 2,85 (1,48 - 5,47)
*Kiém dinh chinh xac Fisher

Nhén xét bang 3.2

Tuoi trung binh cia phu nir tham gia nghién ciu 12 31,3 + 4,1 tudi, trong
d6 16n nhat 1a 47 tu6i, nhé nhat 1a 20 tudi va 62,2% d6i tugng > 30 tudi. Tudi
thai trung binh 12 25,3 + 9,5 tuan, thai 16n nhét 12 40 tuan va nho nhat 13 5 tuan va
54,4% mang thai 3 thang cudi. C6 61,2% truong hop da timg sinh con; 32,8%
truong hop ¢6 tién sir rAm ma ¢ nhimng 1an mang thai trudc; 24,8% c6 CKKN

khong déu; 27,3% da timg dung thudc tranh thai; va 37,9% c6 tién st gia dinh
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ram ma. Tién st bénh noi tiét (tuyén giap) va bénh man tinh chi chiém ti 18 thap,
lan luot 12 4% va 4,8%:; 39,5% tiép xtic anh nang > 1 gid mdi ngay; 92,4% khdng
mang hodc mang khau trang khong dung cach; 77,3% khoéng c6 thoi quen ding
kem chéng ning; 34,4% thudng xuyén ding my pham.

Phan tich don bién cho thay d6 MASI nang lién quan véi thai phy > 30
tudi, tudi thai 3 thang cudi, timg sinh > 2 lan, ¢6 tién s rAm ma trong lan mang

thai trude, tiép xic anh ning > 1 gid mdi ngdy c6 y nghia théng ké (p < 0,05).

MCA coordinate plot
o [
I
I
~q .CI]oa
9 <0
- .:<hoﬁg )
.Wﬁﬁ) s

@ 1324
——————— o= iy —— -

° ng(I)gguulgm

dimension 2 (29.0%)
|

7 - @7yngHinh
‘ [ K nlngjﬁ}P—l—laﬂ
RaA naég
AN = "
I 'Naeg : @ Cou
2 4 : dimension 1 (43.0%)
T T | T T
-4 -2 0 2 4
@ \Nhoin MASI e Tuo@ e Tuodthai
e LaAsinh e Ratnmatthai tro6d e Tiep xud naég maétrép
Taa nhang e Sain dabung e Samdaroa

coordinates in standard normalization

Hinh 3.1: Két qua phan tich hoi qui logistic da bién lién quan dén d¢ ning MASI
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Bang 3.3: Phan tich da bién v&i nhimg yéu to ¢6 lién quan (n = 622)

Yéu tb . OR | KTC9%% | p

Tan nhang
R 030 | 022-070 | 7
—————— Khong Ty 0,002
'Sam da dwimg giira byng
e T 187 | 000+38 |
""" Kkhong 1 00
Spm da quanh ron T
R 143 075_273 | 7
""" khong 10
Nhomwdi
Cemows T R
Csaowd T 284 145_555 | 0%
Tubimai T
w0 R
R N 056 | 1 021-144 | 0228
Y 1os 044-253 | 0914
Sénsinh
Solnsinh e
T hasinhifn 097 | 1 046-203 | 0937
Cpasinnz2in 175 072-230 | 0219
Tikn sir rém md thai erwge
R 164 088_308 |
---------- T R e I | I A
Khong R R R
“Tiép xiic ANMT (6- 16 gi)
””” Khong 1 1
CTssophat 319 070-1464 | 0135
Taoeophat a0 099-2137 | 0052
CSeophat T e U 142l o001

Nhan xét bang 3.3 va hinh 3.1: Phan tich hoi qui logistic da bién cho thiy
MASI nang/rat nang co lién quan dang ké véi tuoi > 30, tiép xic 4anh ning > 1

gio va khong cd tan nhang.
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32. KHAO SAT NONG PO NOI TIET TO ESTRADIOL,
PROGESTERONE VA MOI LIEN QUAN VOI LAM SANG RAM MA O
PHU NU MANG THAI

Pé nghién cru muc tiéu 2 ching tdi tién hanh xac dinh ndng d6 noi tiét to
trén 80 phu nt mang thai c6 ram méa (nhdm bénh) va 85 phu nir mang thai khéng
ram ma (nhom chung).

3.2.1. So sanh mat s6 dic diém cia 2 nhom co/khdng ram ma
Bang 3.4: So sanh sy twong dong giita 2 nhém c6/ khéng ram ma

Viu 14 Ram ma
cuto Con (%) | Khong n (%) P

U0
,,,,,, owoi i 22(82) ¢ 73(168) i o0
______ >30woi i 58(89) i 127y i T
Sblamsinh
______ Chwa 0 25(68 | 59094
______ Sih i s 25294 <0001

Sinh >2 lan 5(83,3) 1(1,2)
Tién sirrdm ma lin mang thai trwoe
______ C OA33(917)3(3’5) <0,001
______ Khong i AT(GAT) 1 82(965) i T
Chukykinhnguyet
______ Bew .1 60(492) i 62(508) ..
______ Khongdéu | 20(465) | 23(535) |
Dung thude tranh thai
______ Co 200 2160) b e
______ Khong . 59(48) i 64(52 . T
Tién st giadinhramma
______ CO o 3A888) 24414 g
,,,,,, Khong i 46(43) i 61(67)
Tiénsibgnhmpitét

Co 5 (5,6) 2 (2,4)
Ckng T s waere 0
Tiénskbénhmantinh
__________ CO o 2@5) 204 gg9

Khoéng L 78(97,5) 1 83(97,6)

Nhan xét bang 3.4: C4c yéu t6 tudi, s lan sinh, tién sir rAm m4 1an mang thai

trude c6 sy khac biét gitra 2 nhom nghién ctu.
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3.2.2. So sanh ndng @9 estradiol va progesterone & phu nir mang thai ¢ va
khong bi ram ma

Bang 3.5: S0 sanh ndng d6 noi tiét t6 giira 2 nhém bénh/ching (n = 165)

Ram ma
Yéu to Co Khong p OR (KTC 95%)
n (%) n (%)
Estradiol . 31513 | 3096,3 | 0741 | 1,05
[TB + DLC] | (+1130,3) | (+1014,5) | T (0,79 - 1,40)*
Tang cao 29 (36,3) | 27 (3L,8) | | 1,22 (0,64 - 2,33)
Ting 51(63,7) | 58(68,2) |
Progesterone L 425 1 416 1,07
: : 0,630
[TB + DLC] | (+125) | (+104) (0,82 — 1,40)**
Tang cao 25 (31,3) | 22(259) | 1,30 (0,66 - 2,56)
Tang | 55(68,8) | 63(741) |

* Su khac biét khi hon kém nhau 1000 don vi; ** Su khac biét khi hon kém nhau 10 don vi

Nhan xét bang 3.5: Nong do estradiol va progesterone cia 2 nhém cho thiy
khong c6 su khac biét gitta 2 nhom vai (p > 0,05).

Bang 3.6: Anh hudng ndi tiét to dén rdm m4 trong phan tich da bién (n = 165)

Yéu to OR KTC 95% p
Estradiol (Cao) . 230 | 093-566 | 0,071
‘Cacyéutd kiémsoat
CTubi30tdi) 1 21,82 | 6,72-70,88 | <0,001
""" Pasinhllan 1 042 | 013-144 | 0168
""" Pasinh>21n ¢ 078 | 006-977 | 0847
~ C6 tién sit ram ma IAn thai truée | 2013 | 382-10597 | <0,001
Progesterone (Cao) 148 | 059-371 | 0407
‘Cacyéutd kiémsoat
CTubi30tdi) 00 1 1921 | 6,08-60,76 | <0,001
""" Pasinhllan 1 042 | 012-141 | 0160
””” pasinh>214n . 070 | 006-874 | 0779

_____________________________________________________________________________________________________________

CO tién sir ram ma lan thai trwée | 17,11 | 3,44-8515 | 0,001
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Biéu d6 3.2: Dinh luong estradiol trung binh theo nhém tudi ¢ phu nit mang thai
c6 va khéng c6 rdm ma

Gl

al

, MG

2 25 tudi 26 - 30 tudi 51 - 35 tudi =36 tudi

Progesterone trung binh

mEhingbénh mBEnh

Biéu d6 3.3: Dinh luong progesterone trung binh theo nhém tudi ¢ phu nir mang

thai khong va c6 ram mé
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Nhan xét bang 3.6 va biéu @6 3.2, 3.3

Phan tich da bién kiém soat su khong twong dong cho thiy & déi twong c6
cung do tudi, sd 1an sinh, tién st ram m4 1an mang thai trudc thi ddi twong nao co
estradiol ting cao/progesterone tang cao sé tang kha nang ram ma lan luot 12 2,30
lan hodc 1,48 lan so véi d6i twong c6 estradiol ting/progesterone tang. Tuy nhién
su khac biét chua co y nghia thong ké (p > 0,05).
3.2.3. Méi lién quan giira nong dé estradiol, progesterone véi mire d9 ram

Bang 3.7: So sanh nai tiét to trén 2 nhom gia tri L (n = 80)

GiatriLL
Yéu to Cao Thip p OR (KTC 95%)
n (%) n (%)
Estradiol [TB = DLC] 33332 2905,1 1,41
(+11077) (+1129,9)§ "0 | (9 gq 211y
”I;riliailir;nhom Estradiol
Tang cao | 20 (69) 9(31) 2 ,14 (0,82 - 5,58)
Ting 26(1) | 25(49) | 1
Progesterone [TB + BDLC] 44 2 402 1,30
 (+12) (+12,3) 0198 (0,90 — 1,88)***
"F;r_l_an nhom Progesterone
| Tingecao | 17(e8) | 8 "('3"2')""“""'"""t"i'ia'i"('(iﬁ 5,14)
Tang 29 (52,7) 26 (47,3) o 1

* Phan nhom L dya vao gié tri L trung binh (56,5) cia 80 ca ram ma; **Sy khac biét khi hon kém nhau
1000 don vi; *** Su khac biét khi hon kém nhau 10 don vi.

Nhén xét bang 3.7

Chua thdy mbi lién quan giira Nong d6 estradiol va progesterone dén mtrc
d6 ram ma (p > 0,05).
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Bang 3.8: Anh hudng cia noi tiét to dén gia tri L trong phan tich da bién (n = 80)

Yéu to OR KTC 95% p

Estradiol (Ting cao) 234 | 084-654 | 0,105

Tuoi (> 30 tudi) 0,72 0,20 — 2,57 0,618
""" pasimhiln | 035 | 008-146 | 0149
""" pasimh=2ln | 220 | 017-2858 | 0546
| Cofiénsirimmalinthaituse 083 | 026-258 | 0743
Progesterone (Tang cao) 2,43 0,82-7,23 0,110

Tuoi (> 30 tudi) 0,68 0,19 -2,44 0,559
""" pasinnilin | 036 | 009-153 | 0166
""" pasinh>21n 226 | 017-2990 | 0537
© Cotién sirrimmdln thairuge 073 | 023-234 | 0594
Nhén xét bang 3.8

Phan tich da bién kiém soat sy khong twong ddng cho thay ¢ dbi tuong cd
cung do tudi, s6 1an sinh, tién sir riam ma lan mang thai truée thi ddi twong nao co
estradiol tang cao/progesterone ting cao s& c6 nguy co ram ma ning (L thap)
tang gap lan luot 1a 2,34 lan hoic 2,43 lan so véi ddi tuong co estradiol ting

Iprogesterone tang. Tuy nhién sy khéac biét chua c6 y nghia thong ké (p > 0,05).
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3.2.4. C4c yéu t6 lién quan dén ndng dé estradiol, progesterone trén phu nir mang thai cé va khéng bi ram ma

Bang 3.9: Céc yéu t6 anh huong dén ndi tiét t6 estradiol trén 2 nhém c6 va khéng ram ma (n = 165)

RAM MA KHONG RAM MA
Yeéu to _ ESTRADIOI: p OR (KTC 95%) VESTRADIOVL 0 OR (KTC 95%)
Tang cao ‘ Tang Tang Cao‘ Tang

TRe MM NG

Céanh budm 29 (36,7) : 50 (63,3) ¢ - | -
 Tunggmmat 0 | 1@oo) Y i S R R R S oe
Lol KA M
_____ Thugngbl . 4(333) | 8(667) TR ! A
_____ Bl . .2(50) @ 6(750) 0857° | 067(009-493) | - . - - KXP

Hon hop . 23(383) [ 376LY) Q 1240034-46) | - G- i
Tannhang
o Co i 12(444) | 15(56) ... | 169(065-44) | 2(167) | 10(833) .. 0.38(008-189)
_____ Khong i 17@21) | 36(679) " i 1 |25@42) 4868 " | 1
(Samdadwong gittabung
GO 1 12(671) 0 9(429) o0 i 329(117-924) | 2(200) | 8(800) o ,ooc | 0.50(0,10-253)

Khong L 17@e) [ 42(12) T [ 1] 25(333) [50667) | 1
Samdagquanhrbn
Co i 10(526) : 9(474) e . 246(086-703) | 3(333) | 6(667) = oo i 1.08(025-47)
fffff Khong — ©19@311) : 42(689) . 1 [24(316) 52(684) . 1
Semdaquangvi
I 25(403) | 37(89.7) e | 236(07-802) |20(282) 51(718) ..  039(012-126)

Khéng 4 (22,2) 14 (77,8) ’ 1 7(50,0) | 7(50,0) | 1
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UL
_____ <8wéi i 11(500) | 11(500) = oo.oi 1
| 230woi i 18(3L0) | 40(69.0) = T | 045(0,16-123)
Tién sir rim mé lan mang thairwe
Co 1 12(364) | 21(636) = goc | 1,01(040-255)
fffff Khong | 17(362) [ 30638 "~ | 1
Tiensirgiadinhramma
GO 1 16(471) | 18(529) ... | 226(089-572)
_____ Khong | 13(83) [ 38(L7) i1
Tiénswthaisan
GO 21(318) | 45(682) o, | 035(011-114)
_____ Chwa _  8(671) ; 6(29) 7~ ° 1
| Chukykinhnguyét
o Péu 0 21(350) | 39(650) oo 1 081(029-229)
_____ Khongdew | 8(400) | 12(600) "7 | 1
Dung thuoe tramh thai
Co | 6(286) | 15(7L4) .o, | 0.63(021-185)
_____ Khong | 239 | 3661 "7 1
| Tiep xuc ANMT tr9-16gior
fffff Khong | 3(600) | 2(400) 1
| 15-30phat | 8(333) | 16(667) 0. | 033(005-241)
30phit-1gic : 7(467) @ 8(533) ' | 058(0,07-456)

>1gio 111(30,6) | 25(69,4) 0,29 (0,04 - 2,01)

@) 8O .l i
2087 {10633 V7 [038(008-189)
"""" YT N D E
--------------------------------- 4 KXD

12308 2702 O P
9@75) 1 15(625) .. | 143(053-387)
18(05) 4305 VO T T
5(192) :21(808) oo i 040(013-121)
2273 arean V0T T
19(306) | 43(694) . | 0.83(0.30-228)
848 1552 0T L
1 8(381) [ 13(6L9) [ o, | 146(0,52-4,00)
19007 4503 O L
8(71) (i 6(29 . 1
1L(250) 33(50) o yeec  025(007-088)
4@86) 10714 O™ 030(006-144)
4(30,8) | 9(692) 0,33 (0,07 - 1,62)
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_____ Khong 1 2(182) @ 9(818) S ___5_(4_2_9)______8__(_5_7__1_)___ . S

| Co (khong ding) : 22(37,9) : 36(62,1) = 0406° | 2,75(0,54 -13,92) | 21(3L3) : 46 (68,7) : 0,348° ; 0,61(0,19-1,98)

_____ Co (dingcach) i 5(455) : 6(545) | 1375(054-2604) | 0 i 4(100) . i~ KXD

| Théiquen bdi kem chong nang ]
Khéng 20 (33,3) 40 (66,7) ; 1 20 (29) 49 (71) 1

-------- S e S 0,347 b U T 0,253 b
Co (khong dung) ; 9 (45,0) ; 11 (55,0) i 1,64 (0,58 - 4,59) 7 (43, 8) 9 (56, 3) 1,91 (0,62 - 5,82)

Bang 3.10: CAc yéu t6 anh huong dén noi tiét td progesterone trén 2 nhém cé va khdng ram ma (n = 165)

RAM MA KHONG RAM MA
Yéu to PROGESTERONE PROGESTERONE
" ROGESTERO b | OR(KTC95%) | ROGESTERO D OR (KTC 95%)
Tang cao ‘ Tang Tang cao ‘ Tang

T M SaNg

Cénh budm 25 (31,6) | 54 (68,4) A - - -
----------------------------------------------------------------- KXD KXD
Trungtammat | 0 i.1(100) 9_’_??_? _________________________________________ o R R R S
Logiramma
_Thuongbi ~: 2(16,7) :10(833) | e S S A S
Bl 1 2(50) i 6(50) i0519° 167(0,18-1513) | R R . KXD
_Honhop i 21(350) :39(650) i  1269(054-1344) | R A oS A S
AN NG

Co 10 (37,0) ¢ 17 (63,0) - 1,49(0,56-3,98) | 3(250) | 9(75,0) 0,95 (0,23 - 3,87)
"""""""""""""""""""""""""""""""""" 42

Khong 15 (28,3) i 38 (71,7) 0,425 1 19 (26,0) | 54 (74,0) 0,999 1
jééirﬁrﬁnﬁﬁoiéﬁéiini«i&gﬁﬁﬁgﬁi&é}ééiijgjjjjﬁjjﬁjﬁﬁ_IIIIIIIIII_jjﬁjjﬁjﬁﬁjﬁj_Ijjﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁjﬁﬁﬁjjﬁjﬁﬁﬁjﬁﬁjﬁjjﬁ_IIIIIIIIIIjﬁﬁjﬁjjﬁjjﬁjﬁﬁjﬁjjﬁjjﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁ

Co 11 (52,4) | 10 (47,6) ' 3,54 (1,24 -10,06) | 3(30,0) : 7(70,0) s ¢ ' 1,26 (0,30 - 5,38)
------------------------------------------------------------------ 0,015 ---ism Nl ST LS AN S A ) 0,714% A T
. Khong i 14(23,7) 145(763) |~ R 19(253) i 56 (747) i 1
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L CO 1 9(AT4) 110(526) 0 oo, 253(087-735)
_Khong 16(262) {45(738) | " Lo
Sgmdaquangvé
GO 23(371) | 39(629) | | pee  472(1,09-2034)
CKhong } 2(L1) (16689 L
Tuoi
<30t | 8(364) [14(636) | (o L
I E30méi 17(293) 141(707) 1 "~ 0,73(0,26-2,05)
Tién sit rim mé lin mang thai trwée
C6 ] 13(39.4) | 20 (60.6) | o0 1.90(0.73-494)
_Khong 12(255) :35(745) Lo
Tién sir gia dinh ramma
L 13(382) : 21 (6L8) | .,  175(068-456)
Khéng 12 (26,1) | 34(73,9) | ' 1
Tinsithaisan
L 18 (273) | 48 (72.7) | | e . 038(012-122)
_Chwa L7600) [ 7(600) [T L Lo
Chu ky kinh nguyét
P 119(3L7) [41(683) 1 oo 108(036-325)
_ Khongdéw | 6(300) 1147000 i T L
Dong thude tranh thai
GO . 6(88) '15(7L4) ... 084(028-251)
Khéng 19 (32,2) : 40 (67,8) : 1

___________________________________ S bt S At B S
2076 55(24) | 0N T 1
21(296) | 50(704) | e | 546 (0,67 -4445)
iy T3y P T
20(274) | 53(126) | qopge 1
267)  10@33) 0 O 053011263
B YT N AUV S
---------------------------------- KXD

10256 29 (7a4) | 000 R
 6(250) | 18(750) | o, . 0.94(032-278)
1662 | 45738 L 0 1 L
A H T B T T A 012 158
---------------------------------- 0,184° STt
18305) | 41695 | Nt T L
14(226) | 48(774) | o, | 055(019-155)
BEag) 1552 T L
 5(238) | 16(762) o0, . 0.86(027-272)
17 (26,6) | 47 (734) | 1
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_Kheng i 0 i 5 (100) . ] KX | 1(70) 13929 & i 0,42 (0,03-5,32) _
A5-30phat | 9(3755) |15(625) | o ,o,c  156(052-470) | 16 (364) | 28 (636) | e | 3,14(062-1599)
_30phat-1giv | 6(400) | 9(600) i " 173(049-614) | 3(2L4) : 11(786) | | 150(021-1081)
>lgie 10(278) | 26(722) | . 2(154) | 11(846) | i 1
‘Théi quen mang khau trang
_Khong 1 1(91) 110(909) | . 4(286) | 10(714) | 1
o (khong ding) | 19(32,8) | 39 (67,2) | 0,158° (487(058-4089) | 16(239) | 51(76.1) | 0443 | 078(022-284)
__Co(dingcach) | 5(455) | 6(545) | . 833(0,78-8947) | 2(500) | 2(500) | . 2,50 (0,26 - 24,38)
Théi quen boi kem chong mang
_Kheng 1 16(26,7) {44(733) | i 16(232) | 53(768) | i 1
_Co (khong diing) | 9(450) | 11(55,0) | 0,126 = 2,25(0,79-643) | 6(375) | 10(625) | 0341° | 1,99 (0,63-632)
Co (dngcach)y 0 ¢ 0 | KXP o i 0 | KXD

*Kiém dinh chinh x4c Fisher

Nhén xét bang 3.9 va 3.10

Phan tich mbi lién quan giita cac yéu to anh hudng dén estradiol/progesterone riéng biét trén nhém cé/khéng ram ma cho
thay thai phu ram mé c6 sam da duong gitra bung c6 kha ning c6 estradiol ting cao gap 3,29 lan so voi thai phu rAm ma khong
c6 sam da duong gitra bung (p < 0,05), thai phu ram ma ¢ sam da duong giira bung hoic ¢d sam da quang va c6 kha ning co
progesterone ting cao lan lugt gap 3,54 lan hoic 4,72 lan so véi thai phu ram ma khong c6 sam da duong giita bung/khdng co

sam da quang va Véi (p < 0,05).
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3.3. PANH GIA MQT SO BIEN PHAP CAN THIEP RAM MA G PHU NU
MANG THAI

m Anzela = Uveblock = Kh3utrang

Biéu d6 3.4: Phan nhom cac phuong phép can thiép (n = 141)

Nhan xét biéu d6 3.4

C06 141 thai phu tham gia nhém nghién cau can thiép, trong d6 c6 57 thai
phu & nhom AzA (41%), 40 (28%) thai phu & nhom Uve va 44 thai phy nhém
KT (31%).
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3.3.1. So sanh sw twong ddng giira cac nhom can thiép (n = 141)

Bang 3. 11: So sénh su trong dong vé dic diém 1am sang

Nhom can thiép

Yéu td AZA Uve KT p
n (%) n (%) n (%)

pAzA VS pAzA VS vae 'S
Uve KT KT

Thaoi gian khéi phat

—————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
----------------------------------------------------------------------------

---------------- ST g 5068 KXD | 0,436° | 0,999°
Trung tdm mat | 57 (100) : 40 (100) : 43 (97.7) 1
Loai ram ma
Thuong bi 6 (105) | 6(15) | 2(4.5)
Bi 7(123) | 7(175) | 1(2.3) :0,049° | 0,570 $ 0,083%: 0,010°
Hon hop |44 (77.2) | 27 (67.5) | 41 (93.2)
Tan nhang
Co 35 (61.4) | 23 (57.5) | 23 (52.3) :
T s SIS ST 0,655 | 0,700 : 0,357 : 0,631
Khong | 22(38.6) | 17 (42.5) | 21 (47.7) |
Sam da dwong giira bung
Co |25 (43.9) | 20 (50) | 11 (25) |
e e SR e 0,046 | 0,551 : 0,050 | 0,018
Khong 1 32(56.1) | 20 (50) | 33(75) |
Sam da quanh ron
Co 1 27 (47.4) 1 21 (52.5) | 12 (27.3) |
ffffffffffffffffffffffffffff oot bt 0,042 10,619 | 0,040 | 0,018
Khong 130 (52.6) | 19 (47.5) | 32 (72.7) |
Sam da quang vi
Cé . 48 (84.2) | 35 (87.5) | 39 (88.6) | .
R e At 0,793 | 0,650 | 0,523 | 0,999
Khong 1 9(15.8) : 5(125) | 5(11.4) |
Mirc d ting hic t6 qua danh gia chii quan
Nhe |46 (80.7) © 30 (75) | 35 (79.5)
et e SR eoceeso ok (0,786 ¢ 0,502 ¢ 0,885 ¢ 0,619
Vira 111(19.3) | 10(25) | 9(205) |
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Trun blnh . ‘ ‘ :

N dé?éch chuin 32(2 3) | 37(2 5) 31(L9) | 0,384 ; 0,297 ; 0,770 | 0,186
_____ Nhe 'éb"(é'?"%')'"'3"3"('53'2"5')" _é_é"(éé_é_)"
_____ T r_l]rig"b]_rii{m"*""3"('55)'"T"'21"('1'6)'"*"5_([1"21_)"“0275¢ 0.752° 0.133° | 0,230°
 Nang | 4(7) | 3(15) i 0(00) |

'M;;;&;;};;;gﬁ;a;;'qa;g'.;t';; |7
Ir;g?;fzhuén (526112(; ?26:'73) 556,9 (2,8); 0,187 0,620 10,066 | 0,260
""" Cao  |27(474) 20(50) | 24(545) | 0778

***** Thip  130(526). 20(50) |20(a55) | | 0 04T 08T

Bang 3.12: So sanh sy twong dong vé cac yéu tb lién quan
Nhom can thiép

I::'AzA VS pAzA VS vae 'S

Uve KT KT
n (%) n (%) n (%)
Tudi
<30 tudi 27 (47.4) | 14 (35) |19 (43.2) |
e S 0,477 | 0,225 ; 0,675 ;| 0,443
> 30 tuoi 30 (52.6) i 26 (65) : 25 (56.8) ’
Tién sir thai san
Cé 42 (73.7): 28(70) : 33 (75) |
i s S 0,867 | 0,690 | 0,881 | 0,608
Chua 15 (26.3) i 12(30) | 11 (25) |
S6 lan sinh
Chua 23 (40. 4) 15 (37. 5) 17 (38.6)
Sinh 1 lan 30 (52.6) | 24 (60) | 23 (52.3) { 0,790°  0,623° | 0,955° | 0,463°
Sinh>2 lan 4(7) ¢ 1(@5) ¢ 4(9.1)
Tién sir ram ma lan thai trudc
Co 19 (33.3) i 16 (40) : 13 (29.5) :
T e e S 0,594 : 0,501 : 0,685 : 0,314
Khong 1 38 (66.7) . 24 (60) ;31 (70.5) =

Péu 45 (78.9) | 31 (77.5) i 32 (72.7) | 0,755 | 0,865 | 0,466 | 0,614
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Khong déu 112(21.1) | 9(225) {12 (27.3) |
Dung thudc tranh thai
Cé 115 (26.3) : 8(20) | 7 (15.9) |
T T ST 0,436 ' 0,472 i 0,209 | 0,625
Khéng |42 (73.7) | 32(80) 37 (84.1) -
Tién sir gia dinh ram ma
Co 1 21 (36.8) i 21(52.5) i 17 (38.6) :
ffffffffffffffffffffffffffffff oot S 0,267 4 0,126 ¢ 0,854 | 0,202
Khéng |36 (63.2) | 19(47.5) | 27 (61.4) ‘ |
Tién sir bénh noi tiét
Co L 7(12.3) | 4(10) | 2 (45 :
T ( ) ------ 10 12 43 0,438° 1 0,999° { 0,292° | 0,418°
Khéng 150 (87.7) i 36(90) : 42 (95.5) |
Tién sir bénh man tinh
Co . 3(53) | 2(5 0 |
( ----- ) cedeneaces ©) 0 0,326° | 0,999° i 0,255° | 0,224°
Khéng 1 54 (94.7) © 38(95) | 44 (100) =
Tiép xtiic ANMT (9-16 gio)
. Khong 1075 0 i 401)
| 15-30phat 26 (45.6) ; 14(35) |15(34.1):0187° 0,111°:0,133": 0,999°
. >30phat  121(36.8):23(575):25(56.8): . ¢ i
Thoi quen mang khau trang

—————————————————————————————————————————————————————————————————————————————

Khong 141 (71.9): 28(70) :34(77.3) |

| Co (khong ding) 116 (28.1) | 12(30) :10(22.7)} 0,732 ' 0,836 | 0,543 | 0,449
Co(dingeach) © 0 1 0 R A R R
Dung my pham

'Khong (29(50.9)} 16(40) {13(29.5){ i i
' Thinh thoang '15(26.3) | 9(22.5) | 16 (36.4) ; 0,180 | 0,287 | 0,097 | 0,353

fffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffff

C6 (thudng xuyén) | 13 (22.8) | 15 (37.5) | 15 (34.1) |

*Kiém dinh chinh xac Fisher
Nhan xét bing 3.11, 3.12
Tat ca cé4c chi so giita cac nhom can thiép déu co su tuwong dong, trir phan

loai ram ma khac nhau gitra hai nhém KT va nhdm Uve (p < 0,05).
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3.3.2. Danh gia hiéu qua caa cac bién phap can thiép
3.3.2.1. Pdanh gid chii quan ciia thdy thuéc

Bang 3. 13: Két qua danh gia chu quan trén cc nhom can thiép (n = 141)

Pénh gi4 chi Nhom can thi¢p o | Pravs| Paaws | Pures
quan AzZA Uve KT Uve KT KT
Lan 1*
Cai thién nhe 4(70) { 7(175) | 1(23)
Khong thay ddi | 48 (84,2) | 28(70) |43 (97,7)  0,007° {0,202°} 0,071° | 0,001°
Ning hon . 5(88) | 5(125 f 0 | |
Lan 2
Cai thién dang ké @ 1 (1,8) 2 (5,0 0 |
Cai thién nhe 9 (15,8 3(75 0o i
----------- ()() 0,039° | 0,375° 0,012° | 0,118
Khong thay doi 38 (66,7) | 31(77,5) :38(86,4) : : ;
Ning hon 9(158) | 4(10,0) | 6(136) | '
Lan 3
Cai thién dang ké | 3 (5,3) o | 0 |
Cai thién nhe 11 (19,3) | 8(20,0) | 2(45) | i
----------- ()()() 0,046° | 0,651 | 0,017° | 0,050°
Khong thay doi 29 (50,9) i 21(52,5) i 22 (50) ! : ;
Nang hon 14 (24,6) | 11 (27,5) |20 (45,5) '
LAn 4 (n = 135)
Cai thién dang ké | 2 (3,8) 2 (5,1) 0 |
Cai thién nhe 23(442) i 11(282) i 0 | | N . .
T | <0,001 | 0,440° | <0,001° | <0,001
Khong thay doi 19 (36,5) | 17 (43,6) {31 (70,5) : : :
Nang hon . 8(154) | 9(23,1) i13(29,5) j ,
Lan 5 (n =129)
Cai thién dangké | 2(42) | 4(108) | 0 |
Cai thién nhe 25(52,1) | 13(351) | 0O | | N .
T oo 1 <0,001 | 0,291° | <0,001° : <0,001
Khong thay d6i 17 (35,4) | 18(48,6) ;29 (65,9) : i :
Néng hon . 4(83) @ 2(55) 15(341): |

*Kiém dinh chinh x4c Fisher

*khong c6 truong hop nao cai thién dang ké ¢ Lan 1
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Nhén xét bang 3.13

- Nhoém AzA: ti 1é cai thién ting dan trong qué trinh diéu tri, mac di sau 3 thang
can thiép thi ti 1& nang hon c6 tang dén 24.6%. Tuy nhién theo ddi sau 5 thang thi
ti 1€ nay giam r0 rét, chi con 8.3%.

- Nhom Uve: ti 1¢ cai thién tang dan trong qua trinh diéu tri, mic du sau 3 thang
can thiép thi ti 1& nang hon c6 tang dén 27.5%. Tuy nhién theo ddi sau 5 thang thi
ti 1€ nay giam r0 rét, chi con 5.5%.

- Nhédm KT: khong c6 truong hgp nao cai thién. Sau 5 thang theo ddi c6 khoang
2/3 truong hop khong thay doi va 1/3 truong hop nang hon.

- C6 sy khéc biét c6 ¥ nghia giita nhom can thiép bang AzA va nhém can thiép
bang KT (p < 0,001), gitra nhém can thiép bang Uve va nhdm can thiép bang KT
(p < 0,001). Tuy nhién khong thay khéc biét giita nhém can thiép bang AzA va
nhom can thiép bang Uve (p > 0,05).

3.3.2.2. Pdnh gid hi¢u qud cdc bi¢n phdp can thiép dwa trén chi sé6 MASI

6 .
Anzela UveBlock Khau trang
5
24
b
=
L3
£
-T']
=
Z 2
|—
1
0
L&n 0 Lan1 Lan 2 Lé&n 3 Lan 4 Lan 5
(Batdau)  (saulthdng) (Sau 2 thing) (sau3 thang) (sau 4 thang) (sau5 thing)
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 0,167
Khiu trang 0,323 0,004 =0,001 =0,001 =0,001

Bi€u do6 3. 5: Su thay do1 diém MASI qua cac lan theo doOI

(gia tri p duoc tinh tir phép kiém so sanh giita T, va T)
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Bang 3. 14: Két qua danh gia chi s6 MASI trén cac nhom can thiép (n = 141)

MAS' Nhém can thiép p pAzAvs pAzAvs vaevs
AzZA Uve KT Uve KT KT
Lan 0 132(+23) 37(x25)(3,1(+19) | 0,384 | 0,297 | 0,770 | 0,186
ATB=DLC) o L Ll Y S .
_Nhe 5 9.(?3_7__7_)____?{3__(_3_2__5) ______ 3 9_@3_@__
_____ Trungbinh | 3(53)  4(10) | 5(114) 10275° 0,752° 0,133° 0,230°
_____ Nang . 4() . 3(@3 ; 0O : ¢+ o
Lan 1 33(x24) 37(+24) 31(+L9) 0442 | 0360 ' 0731 : 0,198
[T DL .
_Nhe &+ 49 (86)  33(829) | 3 9.@3@...
_____ Trungbinh | 4(7) | 5(125) | 5(114) 10401°:0,686°}0,184°} 0,455°
fffff Nang | 4()  2() . 0©0) . .
Lin 2 3,4 (+2,5) | 3,8 (+2,4) | 3,4 (+2,0) | 0,655 | 0,437 | 0,984 | 0,404
L=t 2 ) S VO S A S S
_____ '_\_'_h?__________1___49__(?3_@________3__2__(_39)___T_§§_(§§_‘Q_. ﬂ 1 F
_____ Trungbinh | 3(53) | 6(15) | 6(136) 0,126°:0,248" | 0,044° | 0,479°
_____ Nang 268 20) 000
Lan 3 34(+26) 39 (+26) 39(+22) 0,522 | 0,351 | 0,330 | 0,961
[T DL b
_Nhe 4 49__(?3_?)________?3_2__(39) ______ 3 §_(§1__8_)__.
_____ Trungbinh | 2(35) | 5(125) | 6(136) :0.286°:0,248° 1 0,127° | 0,016°
_____ Nang6(105)3(75)2(45)
Lan 4
(N=135) 3,3(+2,6) 4 (+2,8) | 4,6(+20) ! 0,047 | 0,203 : 0,010 | 0,314
L= 2 ) O S A A S S
_Nhe . 4 5_@5_?3_)____?’_0__(_7_?9_) ______ 3 _5__(_7_9_5_)__
_____ Trungbinh | 3(58) | 4(103) | 6(136) :0,592°;0,496° | 0,463° : 0,684°
_____ Nang . 4(77)  5(28) ; 368 : ¢+
Léan 5
(N=129) |32 (+2,7) 35(+25) 4,8(122) 0,006 | 0,581 | 0,002 | 0,015
JL 7S D S R A S SR N S
C Nhe 4 ,1,,@5,4),,,,31,,(83,8) ,,,,,, 3 ,5,,(,7,9,,5),,
_____ Trungbinh | 4(83)  4(108) | 3(68) 10682° 0903° 0511°; 0,405°
Ning . 3(63) ' 2(54) | 6(13,6)

*Kiém dinh chinh x4c Fisher
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o
=

anzela | 55

o o

100 e
i

o
o
S
]
SR

< % 5 £ % 5 & % 5 & % 5 & % 3 E

=] g 3 g 3 g =] g =] g =] g
L3n 0 (n = 141) Lan1(n=141) Lan 2 (n=141) L33 (n=141) L3n 4 (n= 135) Lan 5 (n=129)
p=0,275 p=0,401 p=0,126 p=0,286 p=0,592 p=0,682

P P P P P

Anzela 0,317 0,157 0,157 0,674 0,655
Wwehblock 0,999 0,999 0,317 0,046 0,480
Kh3u trang 0,999 0,317 0,025 0,008 0,005

mNhe @ Trungbinh #Ndng

(gia tri p duoc tinh tir phép kiém so sanh gitra Ty va To)

Nhan xét bang 3.14, biéu d6 3.5, 3.6

- Khéng ¢ truong hop ndo thuéc nhém MASI rat nang & nhém phuy nit mang
thai bi rAam ma tham gia nghién ctu can thiép.

- Sau 5 lan theo d@i, & 2 nhom can thiép bdi thi chi s6 MASI hau nhu khdng doi,
trong khi d6 & nhdm KT thi diém MASI ciing nhu phan nhém MASI ning hon (p
< 0,05) tir 1an 3 (so voi lan 0).

- Dya vao chi s6 MASI sau 5 lan theo ddi cho thay co sy khac biét vé diém
MASI giita cac nhom can thiép, cu thé 1a khac biét c6 y nghia thong ké giita
nhom can thiép bang AzA va nhom can thiép bang KT (p < 0,001), thé hién tir
sau 4 thang can thiép (p = 0,01) va khéc biét giita nhém can thiép bang Uve va
nhom can thiép bang KT sau 5 thang can thiép (p < 0,05). Khong thdy khac biét
gitra nhom bdi AzA véi nhom kem chong nang Uve (p > 0,05).
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3.3.2.3. Ddanh gia hiéu qud cdac bi¢n phdp can thiép ram md dwa trén gia tri L

Bang 3. 15: Két qua danh gia gia tri L trén cac nhom can thiép (n = 141)

Gia tri L Nhom can thl@p p Paza | Pazavs | Puvevs
AzA Uve KT vs Uve KT KT
Lin 0 | | | | | i i
1 56.0 (+2.2) ; 56.3 (+2.7) : 56.9 (+2.8) : 0.187 ; 0.620 ; 0.066 ; 0.260
| [TB+DLC] S I e D e L e
Cao 27 (47.4) 20 (50) 24 (54.5) ;
----------------------------------------------------------------------------- 0.773 :0.798 : 0.474 : 0.677
Thap 30 (52.6) 20 (50) 20 (45.5) :
Lan1 i
56,1 (+2,2) 5 56,2 (+2,7) i 57 (+2,7) 0,158 :0,870: 0,066 | 0,164
| [TB+DLC] & hh
Cao 28 (49.1) 19 (47.5) 24 (54.5) :
----------------------------------------------------------------------------- 0.789:0,875: 0,589 ' 0,519
Thap 29 (50.9) 21 (52.5) 20 (45.5) '
LAn2 i i
56,1 (+2,2) : 56,3 (+2,8) : 56,6 (+2,7) : 0,613 : 0,679 : 0,303 : 0,626
|[rexbrcy .o S N N S R SR
Cao 30 (52.6) 21 (52.5) 23 (52.3) !
----------------------------------------------------------------------------- 0.999: 0,990 : 0,971 : 0,983
Thap 27 (47.4) 19 (47.5) 21 (47.7) :
Lin 3 g
56,2 (+2,4) + 56 (+2,7) ' 56,4 (+2,7) : 0,727 : 0,662 : 0,664 : 0,446
B DL i
Cao 28 (49.1) 18 (45) 21 (47.7) ;
----------------------------------------------------------------------------- 0.923: 0,689 : 0,889 : 0,802
Thap 29 (50.9) 22 (55) 23 (52.3) '
Lan 4

,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,

Cao 29 (55.8) : 20 (51.3): 21 (47.7) :
----------------------------------------------------------------------------- 0.732 1 0,671 : 0,432 | 0,746
Thap 23 (44.2) | 19 (48.7) | 23(52.3) -
LAn 5

Thip | 17(354) | 19(514) | 24 (54.5)

“kiém dinh chinh x4c Fisher
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575 -
= i} = Anzela == UveBlock == Khau trang
Ly
=
s
“m LiLh
c L — =y, -l
=
= — e e e -
™ 56 - — == ———-
-
=
555
55
L&n 0 Lan 1 L&n 2 L&an 3 Lan 4 Lan 5
{Bat dau) (sau 1 thang) (Sau 2 thang) (sau3 thang) (sau 4 thang) (sau b5 thang)
P P P P p
Anzela 0,595 0,321 0,362 0,467 0,067
Uwveblock 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. 7: Su thay d6i gié tri L qua cac 1an theo dbi
(gia tri p duoc tinh tir phép kiém so sanh gitra Ty va To)

100

§ § °|8 ¢ 5|8 § /% 3§ £|:2 3 2|8 § ;&

5 8 5 @ 5 @ 5 @ 5 @ 3 8

< 4 < 4 < 4

Lan 0 (n=141) Lan1 (n=141) Ln 2 (n=141) L4n3 (n=141) L3n 4 (n = 135) Lan5 (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
Anrela 0,564 0,258 0,782 0,366 0,071
Uwveblock 0,317 0,564 0,414 0,999 0,706
Kh3u trang 0,999 0,317 0,083 0,083 0,046
®mCao ®Thap

Biéu d6 3. 8: Su thay d6i phan nhom gid tri L qua cac 1an theo doi

(gia tri p duoc tinh tir phép kiém so sanh giira T, va To)
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Nhan xét bang 3.15, biéu 6 3.7, 3.8

- Sau 5 lan theo di, & 2 nhdm can thigp bdi thi chi s6 L hau nhu khdng doi, trong
khi ¢6 & nhom KT thi gia tri L giam c6 y nghia tir 1an 2 (so véi lan 0) véi (p <
0,05), ciing nhur phan nhém gia tri L cao giam (p < 0,05) ¢ lan 5 (so véi lan 0).

- So sanh két qua dua trén gié tri L giita cac phuong phap sau 5 1an theo ddi cho
thay khong cO su khac biét vé gia tri L ciing nhu phan nhém gia tri L trén cac
nhém can thiép (p > 0,05).

3.3.3. Panh gia tac dung phu cuaa cac bién phap can thiép ram ma
3.3.3.1. Pdanh gid tic dung phu qua cdc lin theo dbi
Bang 3. 16: Két qua d4nh gia tac dung phu qua céc lan theo ddi (n = 141)

Té.C dl}llg Nhém can thiép p pAzA 'S pAzA S vae VS
phu AzZA Uve KT Uve KT KT
Lan1
Co 117 (29,8) | 3(7.5) . . .
------------------------------------------------------------------ <0 001 0010 1 <0,001 | 0,104
Khong |40 (70,2) ! | 37(92,5) | 44 (100) | :
Lin 2
cé 7(123) | 3(75 0 :
------------------------ 023) [ 309 1 9 0,032° ' 0,517° i 0,018° | 0,104°
Khong 50 (87, 7) 37 (92,5) | 44 (100) -
Lan 3
Co 4(70) | 3(75 0 :
------------------------- 00 [ 309 0 . 0,133° | 0,999° | 0,130° | 0,104
Khong 53 (93,0) : 37 (92,5) | 44 (100) :
Lin 4 (n = 135)
Co 2(38) i 0 0 . . .
---------------------------------- ool 0333% 0 0.505° 1 0,498 | KXD
Khong 50 (96,2) | 39 (100) : 44 (100) =
Lan5 (n= 129)
cé 0 0 0 i
------------------------------------------------------------------ KXD | KXD ;| KXP | KXP

Khong 48 (100) | 37 (100) | 44 (100) |

*kiém dinh chlnh Xac Flsher
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Anzela
Anzela
Anzela
Uveblock
Anzela
Uveblock £
Anzela £
Uveblock £

Khédu trang &2
Khédu trang &%

Uveblock
Khéu trang B
Khau trang B2

-

3 5

%b

L
£
o

Lan1(n=141) Lan 2 (n=141) Lan 3 (n=141) L&n 4 (n= 135} Lan5(n=129)
p<0,001 p=0,032 p=0,133 p=0,333 p =KD

B C6 mKhéng

Biéu d6 3. 9: Su thay d6i ti 18 tic dung phu qua céc lan theo di
(gia tri p duoc tinh tir phép kiém so sanh giira T, va To)
Nhan xét bang 3.16 va biéu dd 3.9
- Nhom KT khoéng c6 tac dung phu
- O ca 2 nhém can thiép bdi, tir 1an 3 khong co su khéac biét vé ti 16 tac dung phu
S0 V&i 1an 0
- C6 su khéc biét vé ti 1& tac dung phu ¢6 y nghia giita nhom AzA va nhém KT (p
< 0,001), gitra nhém Uve va nhém KT (p < 0,001), nhung khong c6 su khac biét
gitra nhom AzA va Uve (p > 0,05)
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3.3.3.2. Céc logi tac dung phu

Bang 3. 17: C4c loai tac dung phu & mdi nhom (n = 141)

Nhom can thiép
Tac dung phu*
AzA n(%) Uve n(%) KT n(%)
Ngira . 18(3L6) | 4(100) 0
Péda | 1798 | 4@ o
Chamchich | 10475 | 3@s . 0
Khoda 10478 | 260 | 0o
Trecvdy | 588 | 128 | 0
Bongrit | 400 . 1@®) 0

* tat ca tac dung phu déu ¢ mirc do nhe
Nhén xét bang 3.17

- O nhém can thiép bang bdi AzA, tac dung phu phd bién nhét 1a ngira 31,6%, ké
dén 1a do da 29,8%, cham chich va khd da cung chiém ti 1& twong duong

(17,5%). Téc dung bong rat chi xuat hién trong 4 truong hop.

- O nhém bdi Uve, sb truong hop ¢6 tac dung phy thap hon han, véi ti 18 tac dung

phu cao nhat 1a ngira va d6 da (hdng ban) cling chiém 10% (4 ca).
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CHUONG 4
BAN LUAN

Nghién ciru rdm ma trén phy nir mang thai va cac bién phap can thiép
duogc thuc hién trén 622 phu nir mang thai Bénh vién Pai Hoc Y Duoc, co s¢ 4,

tir 02/2011- 03/2013 cho két qua nhu sau:

4.1. PAC PIEM LAM SANG VA CAC YEU TO LIEN QUAN PEN RAM
MA TREN PHU NU CO THAI

4.1.1. Pic diém lam sang
- Thoi gian khéi phat rim ma

Bang 3.1 cho thiy da s6 phu nit mang thai khdi phat rim mé trong 3 thang
dau thai ky, chiém 58,7%. Nghién ciu cia chiing t6i twong duong véi nghién
ctru cia Muzaffar F [6] , [97] cho thay phan 16n ram ma khoi phét trong 3 thang

dau thai ky va tang nang dan dén 3 thang cubi thai.
- Thé 1am sang

Bang 4. 1: So sanh thé 1am sang ram ma

o N Thé 1am sang (%)
Tac gia nghién ciu
Canh | Trung tam ]
(nwéc, nim nghién ciru) Ham dudi
buom mat
Muzafar F va cs [6] (Pakistan, 1998) da s
Moin A va cs[3] (Iran, 2006) 65,9 338 0
Hann SK va cs [101] (Han Quéc, 2007) 48 52 0
Hexsel D va cs [4] (Brazil, 2009) 62,5 29,2 8,3
Guinot C va cs [29] (Tunisi, 2010) 23 76 1
Benchikhi H va cs [98] (Morocco, 2012) da s
Lé Théai Van Thanh va cs (Viét Nam, 2013) 99,8 0,2 0
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Thé 1am sang ram ma thuong gip nhat trong nghién ciru 14 thé canh
budm; khong c6 thé ham dudi. Nghién ciru tai Morocco, Brazil, Iran va Palestin
cho thay thé 1am sang thuong gip nhét ciing 1a thé canh buém. Nguoc lai trong
mot s6 nghién ciru khac tai Tunisi va Han Quéc thi thé 1dm sang thuong gip nhét
la thé trung tAm mit (bang 4.1). Ti 1¢ thé trung tdm mit thap va khdng c6 thé ham
dudi trong nghién ciru nay c6 thé 1a do dic tinh riéng cua timg mau nghién ciu.
Piéu nay ciing c6 thé do phu nit mang khau trang va d6i nén bao hiém khi ra

duong. Pay co thé 12 yéu té hd tro bao vé chong lai ANMT.
- Loai ram ma

Phan loai rAm ma déng vai trd0 quan trong trong tién lugng va diéu tri.
Ram mé thugng bi d& dicu tri hon céc loai rim ma con lai. Phan loai c6 thé dua
vao soi dén Wood’s. Tuy nhién theo cac tac gia Han Quéc, phan loai ram ma dya
vao soi den Wood phu hop cho loai da I, II nhung khong phu hop cho loai da
nau-den III-V vi cho két qua khong twong tng giita soi dén Wood’s va md hoc
[101]. Do d6 phan loai 1am sang ram ma la mot van dé ma can duoc danh gia tot

hon véi nhing thiét ké phuong phap hoc thich hop.

Mic di thé 1am sang ram ma duoc phan loai bang soi dén Wood’s,
nhung viéc phan loai ndy trong nghién ciru d& khong dugc hd tro kiém ching
bang mo6 hoc. Nghién ctru cua chung t6i cho thay ti 16 rAm ma hdon hop
(76,7%) cao hon mdt s tac gia khac. Wong RC va cs [31] (Hoa Ky, 1984)
cho thdy 72% ram ma thuong bi, chi 5% ram ma hdn hop. Trong nghién ctru
cua Muzafar F va cs [6] (Pakistan, 1998) thi 63% ram ma thuong bi va 25%
ram mé hon hop. Piéu nay c6 thé 1a do sy khac nhau vé ching toc, ving dia

ly, thoi quen tranh nang ciia mdi ving mién.
- C4&c rbi loan ting hic té da trong thai ky (tan nhang; sam da duong giita
bung; sam da quanh rdn; sam da quang vi)

Két qua bang 3.1 cho thay sam da quang vi1 12 phé bién nhat (90,2%), cao

hon trong nghién ctru ciia Moin A va c¢s [3] (82,5%); ké dén 14 sam da duong
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giira bung (59,6%) thap hon nhiéu so véi két qua ctia Moin A va cs [3] (87,1%);
sam da quanh rén gdp trong hon phan nira bénh nhan. Cac thay doi tang hac t6
nay la dic trung cho nhiing bién d6i sinh 1y da trong thai ky. Nhiing ti 1¢ nay kha
cao la hoan toan phu hgp véi ghi nhén trong y van ciing nhu trong cac nghién
ctru trude. Cac thay d6i ndi tiét td co thé tic dong dén viéc hinh thanh ram ma va
c4c tén thuong tang hac t6 da trong thoi gian mang thai. Tuy nhién trong cac
nghién ciru khac thai phu c6 sam da quang v hodc sam da dudng gitra bung co ti
Ié rAam ma cao hon nhung khong cd ¥ nghia thong ké [3], [102]. Piéu nay cho

thay chi riéng estrogen khong phai 1a yéu té nguyén nhan gay ram ma.

Két qua con cho thay tan nhang chiém ti 1¢ kha cao (39,5%) (bang 3.1)
nhung thap hon nhiéu so véi ti 1 tan nhang trong nghién ciru cia Moin A va cs
[3] 12 100%. Nghién ctru trén 400 phu nir tai Iran, Moin A va cs cho rang sé
luong tan nhang trén mat gia tang thi ti 1¢ rdm ma ciing tang theo cd y nghia
thdng ké. Tan nhang 1a bénh 1y ting hic td da c6 nguyén nhan lién quan dén gene
va yéu t6 thuc day 1a ANMT. Nhu vay ti 1¢ tan nhang khéa cao ¢ phu nit mang
thai bi ram ma cho thay vai trd sinh bénh quan trong cia UVR trong ca hai rom
ma va tan nhang. Tuy nhién két qua nghién ciru khac nhau cé thé 1a do sy khac

nhau vé chiing toc va ving dia ly.

TOom lai, nghién cru ciia chung t6i cho thay thoi gian khai phat ram ma
cha yéu trong 3 thang dau thai ky, thé 1am sang da s6 1a canh budm, céc ting hic
t6 da trong thai ky gap trong hau hét truong hop. Cac dic diém nay phd hop
trong cac nghién ctru khac. Tuy nhién loai ram ma phan 1én 12 hdn hop va ton
thuong hic t6 ¢6 san (tan nhang, mun rudi) chiém ti 1¢ thap trong nghién ciru.
Diéu nay trai véi cac nghién ciru trén thé gioi.

4.1.2. Céc yéu t6 lién quan dén ram ma
- Tudi

Bang 3.2 cho thay tudi trung binh cia d6i tugng tham gia nghién ctu la

31,3 + 4,1 tudi, trong d6 62,2% dbi tugng co tudi tir 30 tro 1én. Két qua nay phu
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hop Vvéi da s6 nghién cau khac trén thé gioi. Tai Tunisi 58% ram ma trén phu ni
mang thai khai phat truéc 30 tudi [29]. Ortonne JP va cs [5] thuc hién mét cudce
diéu tra I6n trén 324 phu nir bi rdm ma tir 12 trung tam cia 9 quéc gia nham tim
hiéu rd hon vé anh huong cia UVR va noi tiét té dén sy phét trién ram ma. Két
qua cho thdy ram ma gap phan 16n & bénh nhan 30-40 tudi, tudi khai phét trung
binh 12 34 (thay doi tir 14-65), nguy co khoi phét trong thai ky lién quan dén tudi
me tang lic mang thai (ting mdi Mot tudi tai 1an mang thai dau tién thi ting kha
nang khaoi phat rdm ma trong thai ky 1én khoang 8%; p = 0.02). Nghién cuu cua
Hoang Van Minh va cs trén phu nit mang thai tai Quan 4, thanh phd HS Chi
Minh thi ti I¢ ram ma s& tang dan khi thai phu 16n tui [7]. So séanh véi nghién
ctu vé dich té hoc ram ma tai Brazil, ¢ tudi khoi phat trong nghién cau cua
chilng tdi twong duong v4i d6 tudi cia nhdm bénh nhan khong ¢ tién sir gia dinh
ram m4, nhung hoi cao hon d6 tudi cia nhém bénh nhan co tién sir gia dinh ram
ma. Trong nghién ctiu nay cac tac gia d& néu rd méi lién hé giira tudi khoi phat
ram ma va tién st gia dinh c6 ram ma. Bénh nhan cd tién sir gia dinh ram ma thi
khoi phat ram ma & tudi tré hon (28.1 + 8.8 nam) so véi bénh nhan khong co tién
sir gia dinh rdm mé (31,1 + 8,7 nam) (p < 0.0001) [49]. Tudi cang Ién thi ti l¢
ram ma cang ting do tang thoi lugng tiép xdc véi cac yéu té nguy co cua ram ma

nhu ANMT, my pham va thay doi noi tiét to cang nhiéu.
- Dia dw

Pia du co lién quan dén ram ma hay khéng sé& tly thuoc vao 3 yéu td
(1)cuong d6 &nh nang, (2)type da cia dan so, va (3)vin héa tai ving mién do6.
Trong nghién ciru cta ching t6i hau hét thai phu dang sinh séng tai thanh phé Ho
Chi Minh. Pay 1a mot thanh phé 16n tai mién nam Viét Nam, thuoc ving khi hau
nhiét d6i véi nang 4m quanh nam. Nhu vay mau nghién ctu cua chdng toi tuong
dbi ¢dng nhat vé viéc chiu tac dong nhiéu cia &nh ning mat troi. Do d6 bao vé da
chéng nang 1a yéu t6 rat quan trong trong viéc phong ngira va cai thién cac tinh

trang rdi loan tang hac t6 da, bao gom ca ram ma.



85

- Tudi thai

Tuoi thai trung binh 12 25,3 + 9,5 tuan, trong d6 thai 16n nhat 1a 40 tuan va
nhé nhat 12 5 tuan tudi. Ram ma thuong gip hon trong 3 thang cudi thai ky
54,4% (bang 3.1). Két qua nay twong dwong véi nghién ciu tai Iran 1a phan 16n
phu nit mang thai 3 thang cudi bi rdm ma va hau hét ram ma thay rd trong 3
thang cudi [3]. C6 thé 1a do su thay d6i ting dan ndng do ctia mot s noi tiét to
trong thai ky nhu MSH, estrogen hoac c6 thé 1a progesterone. Khi thai ky tién

trién thi sy kich thich tang sinh hic té da cua cac noi tiét to nay ciing sé tang dan.
- S6 1an sinh

Nghién ciu tai Iran [3] cho thay sé lan sinh con c¢6 lién quan dén ram
ma. R&m ma ciing tang trong nhiing trudng hop c6 sé lan mang thai ting.
Hexsel D va cs [4] dua ra két luan sinh con cang nhiéu lan thi ti Ié rim ma
cang cao (3.6 + 2.5 vs 2.4 + 1.7). Nghién ctu cua Hoang Van Minh va cs cho
thay ti 1& ram ma s& tang dan khi thai phu c6 nhiéu con [7]. R&m ma cé thé
tang cung véi mdi lan mang thai sau d6 va ngay cang tré nén rd hon [103], tai
phat trong 7.6% truong hop [6]. Nghién citu rAm ma ¢ phu nit Brazil [97] cho
thay ram ma do thai ky thuong gap hon trén phu nit da sinh nhiéu lan, phi hop
véi két qua cua Ortonne JP va cs [5]. Ti I¢ xuat hién rAm ma lan dau trong thai
ky ciing tang ti 1& thuan véi s6 1an mang thai (gap d6i néu mang thai lan tha
hai, gap ba néu mang thai lan tht ba). Bang 3.2 cho thay da s (61,2%) trudng
hop d4 ting sinh con, phi hop véi cac nhan xét trén. Su gia ting noi tiét to
ctia nhau thai, budng triing, tuyén yén cé thé 1a nguyén nhan cua ram ma lién
quan dén thai ky. Tang MSH, estrogen va progesterone gy ting su sinh tong

hop hac t6 va ciing c6 thé gop phan gay ram ma [104].
- Tién sir rAm ma |An mang thai truéc

Ti 1¢ nay rat thay doi trong cac nghién ciu khac nhau. Tai Brazil ti 18 nay
cao hon rat nhiéu 41,66% [4]. Tién st rAm ma trong thai ky c6 thé xem nhu yéu

t6 bao hiéu cho nhiing phu nir s& dé bi ram ma khi c6 thay doi vé noi tiét to.
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Guinot C va Hexsel D cho rang bién phap hiéu qua nhat dé ngan ngira rim ma tai
phat, dic biét trong nhiing 1an mang thai sau la phong chong nang tt va 1/3 bénh
nhan d4 bi rdm ma s& thay d6i hanh vi dé chéng ning tét [29], [5]. Nghién ciu
cuia chling t6i cho thay ti I thai phu bi ram ma trong lan cé thai truéc kha cao
32,8% (bang 3.2) nhung 1an c6 thai hién tai van bi rdm ma va rét it truong hop c6
théi quen chéng nang dung cach. Céac két qua nay chiing té phu nit mang thai
chua co y thc va hanh vi chéng niang dang cach. Viéc chéng nang dung cach

con phy thudc vao viéc tuyén truyén tu van tot.
- Pic diém chu ky kinh nguyét

Noi tiét to 1a mot trong nhiing nguyén nhan chinh gay ra ram ma. Bang
3.2 cho thay c6 24,8% thai phu ram méa c6 CKKN khong déu truéc khi mang
thai. Dac diém nay co thé goi y mot su rdi loan noi tiét té nao do trong co thé.
Theo nghién ctru case-control cia Benchikhi H va cs tai Morocco [98] thi cO su
lién quan gitra rAm ma va réi loan kinh nguyét (p = 0,008). Tuy nhién ching toi

chua c6 két luan gi vé mai lién quan nay.
- Tién sir dung thuéc tranh thai

Nghién ctru cho thiy c6 27,3% thai phu bi rim ma d4 timg ding thudc
tranh thai (bang 3.2). Nhitng nghién ciru khac trong nuédc va trén thé gisi cho
thay két qua ndy rat thay doi. Ti 1¢ nay c6 thé dao dong tir thap hon cho dén cao
hon rat nhiéu. Mot nghién ctru trén 210 bénh nhén trén toan cau: s dung thude
nglra thai udng cho thdy rim ma gip & 6.3% [27]. Nguyén Vin Thuong va cs
nghién ciru ram ma trén phuy nit khong mang thai cho thay 7.7% c6 dung thudc
tranh thai [28]. Mot nghién ctru trén 400 phu nit mang thai tai Iran [3] cho thay
11.3% bénh nhan bi ram ma sau khi udng thudc ngira thai. Trén phuy nit rAm ma
tai Brazil, ti 1¢ d4 c6 ding thudc ngira thai 1a 16,2% [97]. Mot nghién ctru khac ti
I& ram ma khoi phat do udng thudc ngira thai 14 29% [104]. Tai Tunisi c6 38%
bénh nhan rdm ma c6 uéng thudc ngira thai. RAm ma thuong xuat hién giira 1- 3
nam sau khi 6ng thudc ngira thai, thodi trién cham hon rim ma lién quan thai ky

va ¢ 18 khong bao gio bién mat hoan toan [29]. Mot nghién ciru toan cau
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(12/2008) d4anh gia vai trd ciia UVR va noi tiét to trong ram ma trén 324 phu nir
duogc diéu tri tai 9 co s& khac nhau trén thé gi6i cho thay 53% truong hop ¢ tién
sir ubng thudc ngira thai tai mot giai doan nao d6. Trén nhiing phy nir d4 ting
ding thudc ngira thai, 25% cho rang ram mé khéi phat sau khi dung [5]. Ciing ¢6
nhitng bao céo truong hop tang hic t6 trén canh tay (vi tri khong dién hinh) sau
khi bat dau diéu tri noi tiét t6 thay thé [105]. Ti 1¢ ram ma két hop voi thudc ngira
thai uéng thay doi theo ching toc [3], [106] va tin xuat cao hon gip & ngudi da
mau [58]. Trong sé nhiing bénh nhan nay, 87% khoi phat rdm ma trong thoi gian
mang thai. R&m ma theo chu ky kinh va ram ma khi ding thudc ngira thai c6 thé
du doan cho kha nang xuat hién ting hac t6 trong thoi gian mang thai [27]. Viéc
ding thudc ngira thai c6 1am anh hudng dén ram ma hay khong van con la van dé
ban cdi. Nghién ciru toan cau d& cho mot két qua rat tha vi 1a thubc ngira thai
uéng c6 anh hudéng rat it trén sy phat trién ram ma. Hon nita viéc st dung noi tiét
t6 tham chi khong anh hudéng trong trudng hop co tién sir gia dinh rdm ma [5].
Tuy nhién anh hudng ciia estrogen va progesterone trén sinh tong hop hac to da
duogc bao céo bai nhiéu tac gia [42], [97], [107]. Thai ky va thudc ngira thai udng
la nhitng yéu t6 thiic ddy bénh trong hon 50% trudng hop trong nghién ciru nay
[108], [107], [104]. Viéc sir dung thudc ngira thai udng estrogen-progesterone co
thé gay ra ram ma. Diéu nay 1a do ting ndng do estrogen dan dén hoat héa té bao
hic t6, trong d6 vai trd cta thanh phan estrogen trong sy hinh thanh hac t6 da van
chua 18 va c6 thé thay doi giira cac loai progesterone khac nhau [109].
- Tién sir gia dinh ram ma

Tién st gia dinh rdm ma dugc bao céo gip trong 10-70% bénh nhan ram
ma tly thudc vao dan sb [110], [29], [3]. Mot nghién ctu tai Singapore cho thay
10.2% bénh nhan rAm ma c6 tién su gia dinh. Trong mot nghién ciu trén 210
bénh nhan ram ma trén toan cau [27] thi yéu t6 gia dinh chiém 13%. Rdm ma co
tién sir gia dinh bi ram m4 chiém ti 1¢ cao (khoang 42%) tai Tunisi [29]. Diéu tra
toan cau cho thay 1/2 bénh nhan rAm ma4 co tién sir gia dinh. Trong nghién ctru

tai Iran c6 khoang 54.7% bénh nhan c6 tién sir gia dinh ram mé [3]. Tai Brazil, ti
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1& phu nit bj ram ma co tién st gia dinh rat cao (56,3%). Hon nira, Vaquez va ¢S
tim thdy 70.4% dan 6ng Latino bj ram ma c6 tién sir gia dinh [111]. Cac dit liéu
trén hd tro cho két qua nghién ciru nay la thai phu bi rdm ma c6 tién sir gia dinh
trong 37,9% truong hop (bang 3.2). Ti 1é nay la trung binh so véi két qua cia cac
nghién ctu trén thé gisi. Piéu ndy cho thay co dia gia dinh hay yéu t6 gene c6
vai tro quan trong trong sinh bénh hoc ctia ram ma [112], [113], [97]. M{t nghién
ctru tai Han Qudc tim ra viéc diéu chinh xudng (downregulation) ciia H19 RNA
(gene) kich thich sinh hac t6 trong ram ma [39].
- Tién sir bénh ndi tiét

CO rat it cac bao cdo vé van dé nady. Lufti va cs da béo cdo c6 méi lién
quan dang ké gitra viém giap tu mién va ram ma [114]. Trong nghién ciru cia
Guinot C va cs [29] chi ¢6 3/197 bénh nhéan c6 bénh tuyén giap. Moin A va cs [3]
d4 bao c4o 11% thai phu bi rdm ma c6 tién sir bénh tuyén giap va khéng co su
lién quan gitra rAm ma va tién sir roi loan tuyén giap. Trong nghién ctru nay tién
st bénh noi tiét (tuyén giap) chiém ti 1¢ rat thap (4%) va khdng c6 bang ching vé
can 1am sang. Do d6 méi lién quan nay khong thé duoc kiém dinh. Tuy nhién rbi
loan chtrc nang noi tiét duong nhu it dong vai trd trong phat trién ram ma [115].
- Tién sir bénh man tinh

Két qua nghién ctru (bang 3.2) cho thay ti 1¢ thai phu rAm ma c6 tién st
bénh man tinh rat thap (4,8%). Moin A va cs [3] ciing d4 béo cao khong tim thiy
thai phu bi rAm ma no ¢ tién st bénh gan. Cac bénh man tinh rat hiém dugc ghi
nhan c6 méi lién hé voi ram maé trong y van.
- Tiép xtic ANMT va Thoi quen mang khau trang

ANMT dong vai tr0 quan trong trong viéc gay ra hay lam nang ram ma.
UVA, UVB va anh sang kha kién déu dugc cho 1a yéu td nguyén nhan giy ting
tao hac t6 [30]. Mot diéu tra toan cau cho biét phan 16n khéi phat bénh hodc bénh
nang hon vao nhimng thang hé [5]. Nguy co phat trién ram ma gia tang ti 1 voi

thoi luong tiép xac UVR, dic biét & nguoi song tai cac ving ¢6 cudng 46 UVR
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cao [110], [5], [34]. Trong mot nghién ciru trén 210 bénh nhan ram ma trén toan
cau [27] ti 1é tiép xic anh nang 1a 100%. Tai Brazil, ti 1¢ tiép xuc nhiéu véi
ANMT ciia 302 bénh nhan ram ma 1a 27,2% [97]. Nhiéu bao céo trén thé gidi
cho thiy viéc tiép xtc anh nang tir 9 gio dén 16 gio ma khong bao vé chdng nang
gay xuat hién hodc tang ning tinh trang ram ma. Nghién ciru trén 197 bénh nhan
ram ma ¢ Tunisi cho thdy ANMT 14 yéu t6 khéi phat rAm ma trong 51% truong

hop [29]. Két qua nay ciing tuong ty trong nghién ciru tai Brazil [97].

Bang 3.2 cia nghién ctru cho thdy co dén 39,5% trudng hop tiép xuc
anh nang (trong khoang 9 gio - 16 gid) hon 1 gid mdi ngay va hau hét thai phu
(92,4%) khong mang khau trang hodc mang khau trang khong dung cach. Ti 1&
nay tuong d6i cao. Yéu to bao vé da phong chéng ram ma 1a tranh tiép xic
anh nang hon 1 gid mdi ngdy va mang khau trang diing cach dé lam giam sy
tai hoat té bao hac t6. Viét Nam 12 mot nude nhiét déi, gié mia, ti 1¢ nhiing
ngay nang trong nim cao, phan 16n phy nit Viét Nam khi ra duong thuong
mang khau trang sang mau, mang chong nhiéu 16p. Tuy nhién ddi vé6i thai
phu, viéc mang khau trang chong nhiéu 16p s& gay cam giac kho tha, cho nén
nhiéu truong hop da khong mang khau trang khi ra duong. Nhu vay can tuyén
truyén va tu van cho thai phu cic yéu té nguy co gdy ram ma, dic biét 1a

ANMT, va cac cach phong tranh.
- Théi quen bdi kem chéng ning

Bang 3.2 cho thdy c6 dén 77,3% khong co théi quen bdi kem chéng
ning, rat hiém truong hop (0,7%) dung kem chéng ning dung cach. Cac
nghién ctru khac trén thé gidi cling cho két qua tuong ty. Tai Iran phan 1én
phu nir ram ma (75.8%) khong ding kem chéng ning va chi 6.4% ludn luén
bdi kem chéng nang [3]. Tai Brazil, c6 71.7% bénh nhan d& khong ding kem
chong nang cho dén khi bi ram ma [49]. Tai Morocco, hau hét chi boi chong

nang sau khi bat ¢au bi ram ma [98].

Tuy khong phai tat ca phu nit mang thai néi riéng hodc phu nir néi chung

tiép xuc nhiéu vai ANMT va khong st dung bién phap chéng ning ding cach
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déu phat trién rAm ma, nhung viéc str dung dung cach kem chéng nang c6 thé hd
trg diéu tri va phong ngira dang ké tinh trang nay da duoc khang dinh qua nhiéu
nghién ciru. Piéu tra todn cau vé vai trd anh huong ciia UVR va noi tiét to trén sy
phét trién ram ma [5] cho thdy hau hét bénh nhan da ding kem chéng nang trude
khi chan doan rAm ma déu cam thiy rang viéc ting sir dung kem chdng nang cai
thién r4m ma. Chéng nang co thé ngan ngira rAm ma trén phy nit mang thai tai
Morocco [98]. Nghién ctru ctiia Abaraca tai Santiago [3], phu nit mang thai dung
kem chong nang trong sudt thai ky vao mla hé ¢ ti 1¢ rAm ma thap hon & phuy nir
mang thai bbi gia dugc. Ti 1é cao bi ram ma, tan nhang trong mau nghién ciru c6
& lién quan dén viéc khong dung kem chdng nang. Tir d6 cho thay tinh thiét thuc
ctia viéc thong bao, tur van cho phu nir mang thai vé tim quan trong ciia viéc sir
dung déu din kem chéng nang pho rong. Dicu ndy rat kho tuan tha trong nhiéu
bénh nhan [83]. Tai Viét Nam, phan 1én thai phu khong dung kem chéng nang
trong sudt thai ky c6 thé 1a do thai phu rat han ché di ra ngoai, ndi so diing kem
boi trén da khi mang thai ¢6 thé 1am anh huéng dén thai, ly do kinh té va chua co

thoi quen hoic y thirc bao vé da chéng nang.
- Viée dung my pham

Nghién ciru cho thay c6 34,4% bénh nhan thuong xuyén ding m§ pham
(bang 3.2). Ti 1¢ ndy thp hon trong nghién ctru trén 197 bénh nhan rdm ma tai
Tunisi [29] (40%) va cao hon trong mot nghién ctru trén 210 bénh nhan ram ma
trén toan cau [27] (14%).

ToOm lai, nghién ctru ciia chiing t6i c6 cac dic diém twong ddi dién hinh.
Tudi khoi phat ram ma thuong gap tir 30 tré 1én. Hon phan nira thai phu ram
ma mang thai 3 thang cubi, da timg sinh con, khong c6 tién sir rAm ma & lan
mang thai trudc, khong c6 tién s ding thudc tranh thai va khdng co tién sir
gia dinh rdm m4. R4t hiém trudong hop c6 tién sir bénh noi tiét hodc bénh man
tinh. Hau hét khong mang khau trang hoic khong dung kem chdng ning dung
cach. Két qua nay twong ddi phl hop voi két qua cia cac nghién ciru khac

trong nudc va trén thé gisi.
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4.1.3. Méi lién quan giira cac yéu té véi mire dd ram ma

Chi s6 MASI ¢6 tinh chat cha quan nhung day 1a phuong phap danh gia
mirc d6 bénh ting hic td twong ddi chinh xac va toan dién nhat. Chung toi
dung khoang tir phan vi 0, 25, 50, 100 dé chia d6 niang thang MASI trén s6
nghién ciru nham dé bién d6i bién s lién tuc thanh bién s6 roi. Theo cach
bién doi nay thi thang diém MASI duogc dinh nghia nhu sau: MASI < 5.5 1a
nhe; MASI tir > 5.5 dén < 8.7 1a trung binh; MASI tir > 8.7 dén < 13.1 1a
nang; va MASI tir > 13.1 12 rat nang.

Két qua tir nghién ciru cia ching toi cling nhu tir nghién ciru khac cho
thay ram maé trong thai ky thuong khoi phat sém trong 3 thang dau [6], [97]. Tuy
nhién bang 3.1 cho thiy khong c6 méi lién quan giira mirc d6 mirc d6 nang cia
ram ma o phy nit mang thai va thoi gian khoi phat rAm ma4, thé 1am sang, loai
ram ma. Rat hiém dir liéu trong y van ciing nhu trong cac nghién ctru da céng bd
viét vé van dé ndy ngoai trir mot ghi nhan cua Tamega ADA [97] 1a rAm ma do
thai ky khong lién quan dén thé 1am sang.

Theo Moin A va cs [3], cling Véi su gia tang s6 lugng tan nhang trén mat
ram ma ciing gia tang dang ké. Trong nghién ciru ciia ching t6i c6 gan 40%
truong hop ram mé kém tan nhang (bang 3.1). CAc ton thuong hic td ¢6 san nhu
tan nhang, mun rudi s& bi ting nang trong thai ky. RAm mé c6 nguy co xuét hién
va ting nang dan trong thai ky. C6 vé nguogc lai véi nhitng ghi nhan nay, két qua
nghién ctru ciia ching ti cho thdy c6 mbi 1ién hé cé y nghia théng ké (p < 0,05)
giita do nang ram ma va khong c6 tan nhang. Phan tich hoi qui logistic da bién
(bang 3.3) dé loai trir sy 4nh hudng cta cic yéu té khac cho thiy phu nit mang
thai bi ram ma khong hién dién tan nhang cé kha nang thudc nhom ram ma
nang/rat nang cao hon gap 2,56 (=1/0,39) lan so véi thai phu bi rAm ma dong thoi
hién dién tan nhang (p < 0,01; KTC 95%: 0,22 — 0,70). Piéu nay c6 thé 1a do
trong nhiing trudng hop rAm ma nang/rat nang ton thuwong ram ma da chong lap
ton thuong tan nhang lam cho ching toi khong nhén ra trén 1am sang. Do d6 ti 1¢
bénh nhan c6 ton thuwong tin nhang trén thuc té c¢6 thé s& cao hon nhidu so véi

két qua trong nghién ctu.
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Tuy rang cac thay doi tang hic t6 da sinh Iy trong thai ky khong lién quan
c6 ¥ nghia thong ké voi nguy co xuét hién ram ma d4 duoc bao cao [3], [102]
nhung két qua nghién ctru ciia chiing toi cho thdy c6é méi lién quan c6 y nghia
thdng ké (p < 0,05) giita rAm ma nang/rat ning voi sam da duong gitra bung va
sam da quanh rén. Thai phu sam da duong giita bung c6 rAm mas ning cao gap
2,40 lan so v6i nguoi khong sam da dudng giita bung (KTC 95%: 1,38 — 4,18).
Thai phy sam da quanh rén ¢6 MASI ning/rat ning cao gap 2,06 lan so voi nguoi
khdng sam da quanh ron (KTC 95%: 1,23-3,46). Piéu nay rat thu vi dé dya vao

do6 ching ta c6 thé du bao dd nang ciia ram ma.

Bang 3.2 cho thay tudi thai phuy c6 lién quan dén muc do nang cia ram
ma. Hon nira phan tich da bién (bang 3.3) sau khi loai trir anh huong cila cac
yéu t6 khac cho thay tudi tir 30 tré 1én co lién quan dang ké v6i rAm ma & muc
d6 nang/rat nang (p < 0,01; KTC 95%: 1,45 - 5,55). C4c thai phu tir trén 30
tu6i dé bi rAm mé nang/rat nang gap gan 3 lan so véi cac thai phu dudi 30 tudi
bi rAm ma4 trong thai ky. Hexsel D va cs [4] ciing d& khang dinh mdi 1ién hé co
y nghia thong ké giita tudi ciia phu nit mang thai véi kha nang bi ram ma. Tuy
nhién, theo Benchikhi H va cs [98] thi kha niang xuét hién ram m4 khong lién
quan tudi. Guinot C va cs lai cho thay bénh nhan rém ma khong mang thai
[29] thi nguy co rAm ma niang & nguoi khoi phat dudi 30 tudi cao hon khoang
gap 3 lan so v&i nguoi khéi phat tir 30 tudi trg 18n. Yéu to tudi co thé lién
quan dén thoi gian tich liy tiép xuc véi cac tac nhan gay 140 hoa da tir moi
truong bén ngoai nhu ANMT, m¥ pham, cac goc tu do co trong ché do an
hozc cac tac nhan gay 140 héa da tir moi truong bén trong nhu mic dinh chét

té bao theo chuwong trinh, stress...

Chung tdi thay thai phy mang thai 3 thang cudi thi c6 kha nang bi ram
ma nang/rat niang cao hon gap 2,85 lan so vai thai phu mang thai 3 thang giira
(p <0,01; KTC 95%: 1,48 — 5,47) (bang 3.2). Tuy nhién, cac nghién cttu khac
trén thé gi¢i ¢4 ghi nhan khong cé su lién quan dang ké giira ram ma va thoi

gian mang thai [4], [3].
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Benchikhi H va cs [98] cho rang ram ma khong lién quan s6 lan sanh.
Nguoc lai, Hexsel D va cs [4] két luan c6 méi lién hé c6 y nghia thdng ké gitra
ram ma va sé lan mang thai. Thai ky l1a mot trong nhitng nguyén nhan gay ram
ma da duoc ghi nhan trong y van. Didu nay 1a co so cho ly giai két qua nghién
ctiu cua ching toi. Thai phu ¢6 s6 lan sinh cang nhiéu thi kha nang bi rAm ma
nang/rat nang cang cao, cu thé thai phu da sinh tir 2 1an tro 18n c6 kha ning bi
ram ma voi MASI nang/ rat nang cao gap 3,06 lan so véi thai phu chua sinh lan
nao (p < 0,05; KTC 95%: 1,42 — 6,57) (bang 3.2).

R&m ma trong thai ky c6 thé tu thodi trién nhung thuong tai phat hoic kéo
dai va nang hon vao nhiing lan mang thai sau. Thai ky dugc xem nhu 1a yéu t6
thiic day hodc tang nang ram ma [3]. Su phat trién ram ma trong sudt thai ky c6
thé giai thich 1a do két hop cua nhiéu yéu té, bao gom tiép xac UVR, thay doi
nong d6 ndi tiét to va hién twong tang hac t6 sau viém. Trong nghién ciu nay thai
phu c6 tién sir rAm ma trong lan mang thai truéc ¢6 kha nang bi ram ma nang/rat
nang cao gap 2,02 lan so véi thai phu khdng ¢ tién sir ram ma trong lan mang
thai tru6c (p < 0,01; KTC 95%: 1,25 — 3,29) (bang 3.2).Pidu nay chua dugc ghi

nhan trong cac nghién ctru trude day cling nhu trong y van.

Nhu ¢4 ban luan ¢ phan trén, ti 16 ram ma c6 ding thubc ngira thai da
duoc bao cdo trong cac nghién ciu trude day rat thay d6i va chua co két ludn ndo
d4 ghi nhan vé mbi lién hé gitra hai yéu t6 nay. Theo Guinot C va cs [29], do
ning ram ma co lién hé dang ké véi viéc dang sir dung thudc ngira thai udng.
Nguy co ram mé nang cao hon khoang gip 8 1an & phy nit ding thudc ngira thai.
Téc dung phu nay c6 thé 1a do estrogen va progesterone kich thich sinh hac t4.
Két qua nghién ciru ciia chung t6i cho thay khong c6 mdi lién quan giira mirc do
ram ma va dung thudc tranh thai (p > 0,05). Diéu ndy phl hop véi ghi nhan cia
mot nghién ctru khac duoc thuc hién tai mién Nam Brazil bai Hexsel D va cs [4]
cho rang thudc ngira thai udng khong lam ting ning ram ma. Tuy nhién khéng
thé két luan diéu gi vi gidi han trong thiét ké nghién ctru va dir liéu 1¢ thudc tinh

chu quan cuda loi khai cua bénh nhan. Tham chi Benchikhi H va cs [98] con cho
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rang ram ma khong lién quan thudc ngira thai uéng. Do d6 chung t6i thiy rang
khong nén khuyén cdo phu nir c6 tién stir rim ma thai ky khong nén dung thude

ngira thai ung.

Tién sir gia dinh c6 lién quan dén kha nang khoi phat ram ma trong thai ky
hoic mirc d6 ning clia rAm ma trong thai ky hay khong van chua duoc ghi nhan.
Theo Ortonne JP va cs [5] tién sir gia dinh lién quan dén giam nguy co ram ma
2,5 lan khi ung thudc ngira thai, nhung khong lién quan dén khoi phat ram ma
trong thai ky. Két qua nghién ctru nay cho thiy khong c6 méi lién quan giira mirc

d6 rAm ma va tién st gia dinh ¢6 nguoi ram mé (p > 0,05).

Két qua nghién ciru ciia chung ti ciing ghi nhan khong c6 mdi lién quan
c6 ¥ nghia thong ké gitta mirc 46 rdm ma véi tién cin bénh ndi tiét hodc bénh
man tinh di kém (p > 0,05). Két qua ndy ciing phl hop voi két qua nghién ciu
cua Benchikhi H [98] va Moin A [3].

ANMT la m¢t trong nhitng nguyén nhan chinh gy ram ma da dugc ghi
nhan trong y van. Két qua nghién ctru cho thiy c6 mdi lién quan c6 y nghia thong
ké (p < 0.05) gitta 46 nang ram ma va thoi lugng tiép xac ANMT mdi ngay. Kha
nang bi rAm ma ning sé& ting dan ti 1¢ thuan véi thoi luong tiép xtic véi dnh nang.
Sy lién quan nay van dugc khang dinh sau khi ding phan tich hoi qui logistic da
bién, trong d6 nguy co bi rAm mé nang/rat nang & thai phu tiép xtic 4nh nang tir
9-16 giv nhiéu hon 1 gid mdi ngdy cao gap 6,21 lan so voi thai phu khong tiép
xuc anh nang (p < 0,05; KTC 95%: 1,42 — 27,16). Két qua nay phl hop véi két qua
nghién ciu cua Guinot C va c¢s [29] la nguy co rdm ma nang ting cao hon
khoang gap 3 lan & phu nir tiép xic anh ning nhiéu. Diéu nay hd trg cho gia

thuyét rAm ma c6 lién quan dén viéc thoi lugng tiép xic anh nang tich lily.

Két qua nghién ctru cho thdy khong c6 mdi lién quan gitra mic do niang
ram ma va thdi quen mang khau trang ciing nhu thoéi quen ding kem chong nang
(p > 0,05). Nghién ctru ctia Hexsel D [4] va Moin A [3] cho rang khong c6 mbi
lién hé c6 y nghia thong ké giita rAm mé va viéc sir dung kem chéng nang. Ti 1&

mang khau trang hoc bdi kem chdng nang dung céach rat thap trong mau nghién
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ctru. Didu ndy giai thich vi sao khdng tim thay bat ky mdi lién quan nao giira do
ning ctia ram ma va thoi quen st dung cac bién phap bao vé chdng ning.

Viéc sir dung m§ pham boi mit va cac thudc gy nhay cam anh sang co
lién quan dén ram ma [110]. Tuy nhién chua c6 nghién ctru nao d& cong b vé
van dé nay mot cach 18 rang. Guinot C va cs [29] chi ghi nhan mot cach chu
quan rang c6 4% trudng hop bi ting hac to tai ving d& bdi my pham. Khong
c6 mdi lién quan giira mic d6 ram ma va viéc ding m§ pham (p > 0,05) trong
nghién ctu nay.

TOom lai, mot sd yéu t6 anh huong dén d6 ning clia rAm ma trong thai ky.
Cac yéu t6 co anh hudng 1 rang 1a “tir 30 tudi tro 18n”, “tiép xac ANMT tir 9 —
16 gio mdi ngay hon 1 gio™ va “khong hién dién tan nhang”. Céc yéu t6 khac co
thé co thé anh hudng 13 “mang thai 3 thang cudi”, “d4 sinh dé nhiéu 1an”, “c6 tién
s rAm ma lan mang thai truéc”, “co sam da duong gitta bung” va “co sam da

quanh ron”.
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42. KHAO SAT NONG PO NOI TIET TO ESTRADIOL,
PROGESTERONE VA MOI LIEN QUAN VOI LAM SANG RAM MA
4.2.1. So sanh sy twong dong giira hai nhom nghién ciru ¢ va khong ram ma
Bang 3.4 so sanh sy tuong dong ciia 2 nhom ¢ hoic khong ram ma dugc
thir noi tiét to cho thdy mot sb dic diém (chu ky kinh nguyét, tién sir dung thude
tranh thai, tién st gia dinh ram m4, tién stir bénh noi tiét va bénh man tinh) co lién
quan dén noi tiét t6 trong co thé gitra nhom thai phy ¢6 va khong ram 1a tuong
ddng nhau. Mot s6 dic diém khac (tudi, sb lan sinh, tién str rAm ma 1an mang hai
trude) ciing c6 lién quan dén noi tiét to trong co thé giira hai nhém nay thi khong
twong dong nhau, trong d6 yéu t6 tudi 1a quan trong. Nhém phu nit mang thai thir
noi tiét td bi ram ma co tudi cao hon so véi nhém phu nit mang thai thtr nd1 tiét t6
khong bi ram ma (p < 0,001). S¢ di c¢6 tinh trang nay 1a do da sd phu nit mang
thai bi ram ma tir 30 tudi tré 1én nhu d ban luan & muc tiéu 1, trong khi do tudi
mang thai thudng gap nhat va tot nhat & phu nir Viét Nam 12 20-30 tudi va day
cling 1a do tudi chiém phﬁn 16n ¢ cac phu nir mang thai dén kham tai Bénh vién
Pai Hoc Y Duoc thanh phé H6 Chi Minh, co s6 4 (theo s6 liéu théng ké cua co
s nay). Tuy nhién cac yéu t6 khong twong dong ndy d& duoc dua vao phan tich
da bién cling voi cac dic diém quan trong khac dé (1) kiém soat su khong tuong
dong va tinh toan sy khong tuong dong ndy trong thuat toan phan tich, (2) cho
két luan lién quan dén muc tiéu nghién ctru (nodi tiét tb > ram ma) dugc chinh
xac hon.
4.2.2. So sanh nong dd estradiol va progesterone ¢ phu nir mang thai c6 va
khong bi ram ma
4.2.2.1. Nong dé estradiol va ram ma & phu nit mang thai

Trong subt thai ky, ndng do estrogen, progesterone va MSH ting vot trong
3 thang dau va ting cao dan trong sudt thai Ky cho dén sau tuan tha 30 [52].
Estrogen va progesterone 13 cac noi tiét tb co lién quan nhiéu dén ting hic tb
trong thai ky [58]. San xuat estrogen ting cao tir tuan thir 12 va bat dau giam sau

tuan thar 30 coa thai ky. Progesterone trong mau ting vot tir tuan thir 7 va ting
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cao dan trong suét thai ky cho dén truéc sanh. Tuy nhién, nguyén nhan cia su
thay d6i nong d6 hic to va phan bd ton thuong ram ma trong thai ky van chua
duoc hiéu rd hoan toan [57]. Wade va cs da giai thich Iy do tai sao chi c6 mot s6
viing cia co thé, khong phai toan bo co the, bi anh huong béi sy ting hac to. Tac
gia cho rang do6 la cac viing ¢ té bao hac t6 bi nhay cam hon boi kich thich cua
noi tiét t6. Mot giai thich khac cd thé 1a mat do té bao héc t6 tai cac ving da dé
nhiéu hon. Cac nghién ctru déu cho thdy mat d6 té bao hic t6 nhiéu & ving da
mat va tran, gip hon 2-4 lan so vai da dui va canh tay [8].

Két qua cho thay luong estradiol trung binh va ti 1¢ phan nhém estradiol
ting cao & bénh nhan c6 rAm ma déu cao hon & bénh nhan khong c6 ram ma
(bang 3.5). Tuy nhién khong c6 su khac biét co ¥ nghia thong ké vé trung binh
dinh luong estradiol va phan nhém nong do estradiol gitra hai nhom thai phy c6
va khong ram ma (p > 0,05).

Cac nghién ctu trén thé gidi vé sy lién hé gitra ram ma va nong do
estrogen trong mau & bénh nhan rim méa khong mang thai cho két qua rat thay
d6i. Benchikhi H va cs [98] cho rang ting nong do estrogen trong méu cé lién
quan dén ram m4. Hassan I va cs [116] khi nghién ctru vé méi lién quan giita ram
ma va ndng do cac ndi tiét t estrogen, progesterone thay rang 89,1% bénh nhan
ram ma co ting ndng do estrogen so véi nhom chimg (p < 0.001), ¢6 thé nong do
estrogen cao c0 vai tro trong viéc duy tri tinh trang ram ma. Nhu vay, gia tang
nong do estrogen c6 mot vai trd Ndo d6 trong nguyén nhan gy ram méa mac di
chua c6 nghién ctru ndo khéc thiét 1ap duoc mdi lién hé nay. Tuy nhién ménh dé
“thai phu bi ram ma c6 nong do estrogen trong mau ting cao hon thai phu khong
bi ram méu” chua timg duoc khang dinh trong cac nghién ciu trudc day ciing
nhu trong y van. Cac nghién ctru trong phong thi nghiém cho thiy té bao hac t6
ngudi trén canh cy c6 chira nhiéu thu thé estrogen va estradiol gy ting nong do
men tyrosinase, TRP 1, TRP 2, cic men lién quan dén sinh tong hop hic t6 cua té
bao hic t6 [44], [117]. Té bao hic td chira thu thé ER nhay cam véi estrogen &
nhan va bao tuong. Cho dén nay ngudi ta da tim ra hai dong dang ciia ER nhan 13

ERo va ERB. Yang YH va cs [62] cho thiy tac dong cua 17beta-estradiol trén su
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hinh thanh hic té va tang sinh nguyén phan bao cta té bao hac t6 nguoi. Tuy vay
tac dung kich thich nay chi tim thiy ¢ khoang 1/2 cac nghién ctru. Su thay doi
nay c6 thé 1a do sy khac biét phy thudc vao mdi tac nhan [118]. Két qua tir
nghién ctru khac cho thdy ERB, khong phai ERa, 14 loai ER wu thé tai ton thuong
té bao hac t6 [84]. ERP trinh dién véi mat do cao tai thuong bi tén thuong ram
ma nhung khong c6 ¥ nghia théng ké [62]. Hon nita da c6 b&o c4o cho rang bét
hac t6 (melanocytic nevi) va u hic t6 &c tinh (malignant melanomas) [119] khéng
hién dién ERa, nhung duong tinh v&i Erp [120], [59], [121]. Céac dau hiéu nay
goi ¥ estrogen tuong tic v6i thu thé ERB c6 thé dong mot vai trd quan trong
trong sinh Iy hoc va sinh bénh hoc cua té bao hac t6. Tuy nhién mot sd nghién
ctru lai cho két qua nguoc lai. Perez M va cs [115] d4 kiém tra mdi lién quan giira
nong do ndi tiét to trong mau va rAm ma. Téc gia thdy rang phu nit chua sinh dé
bi rAm m4 c6 néng do LH cao hon va néng do estradiol thap hon trong huyét
thanh so v&i nhom chimg, tirc 1a ndng do estrogen giam co ¥ nghia thong ké
trong bénh nhan rAm ma. Diéu ndy goi y rang bénh nhan rAm ma c6 bénh noi tiét
nhe & mot chimg myc nao d6 va ram ma vo can cé thé 1a mot triéu ching cua cua
réi loan chirc nang budng trimg ma chua c6 biéu hién 1am sang. Mot s6 bac si da
lidu tin rang ram M4 c6 thé 1a do sang chan tam 1y (stress), boi vi C4c noi tiét td
kiém soat sy phong thich hic té rat dé bi tac dong bai stress [122].

R&m ma rat thuong gap ¢ phu nir va chiém hon 90% truong hop, trong dé
ti 16 rAm ma & phu nit mang thai 1a 50-70% t0y nghién ctiu va & phu nir udng
thudc ngira thai 12 10-20% [3]. Mot s6 nghién ciru 1am sang cho rang ting nong
d6 estrogen trong mau c6 anh huéng dén ram ma [98], [116]. Hon nira, cac két
qua ciia mot s6 nghién ctru trong moi trudng phong thi nghiém cho thay estrogen
c6 thé lién quan dén nguyén nhan sinh ram ma [42], [44], [85], [29]. C4c bang
ching trén goi ¥ estrogen c6 thé thiic day ram ma. Tuy nhién két qua nghién ciu
nay cho thay mac di nong do estradiol ting cao trong thai ky nhung khong khéac
nhau gitra phy nir mang thai bi ram ma va khong bi rim m4 va ciing khong anh
hudéng dén mic d6 ram ma. Didu ndy chimg t6 tang hac t6 da khéng phai chi do

estrogen ma thdng qua vai tro ciia nhiéu yéu td phdi hop.
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4.2.2.2. Nong dj progesterone va ram ma é phu ni mang thai

Vé ndng do progesterone, két qua phan tich bang phép kiém T va phép
kiém Chi binh phuong ciing cho thiy khong c6 mdi lién quan dén ram mé (bang
3.5). Trong d6, ndng do trung binh va ti 1é cac phan nhém progesterone khéng co
su khéc biét c6 ¥ nghia thong ké giira nhom c6 va khong ram ma (p > 0,05). Vai
trd ciia progesterone trong tang hic to da van con la dé tai dang duoc ban cai.
Sato M va cs [123] cho rang nguyén nhan chinh cta ram ma la do tang nong do
progeterone (P4) trong huyét thanh trong giai doan hoang thé. Trong nhién ciru
nay, su trinh dién PR tai nhan gia ting trong té bao thuong bi, dic biét trong 16p
té bao day va gai. Do d6, progesterone két hop voi dap ung tang hac t6 da cua té
bao hic t6 trong ram ma. Theo cac tac gia Han Qudc thi c6 su gia ting PR tai
thuong bi cia vung bi ram ma, déc biét rd hon trong nhitng truong hop ram ma
thai ky [62] va progesterone giy ting sinh té bao va ting hoat tinh men
tyrosinase cua té bao hac t6 [117]. Jelinek JE va cs [102] cho rang estrogen kich
thich t& bao hac td va progesterone lam cho hic t6 lan téa. Tuy nhién,
Wiedemann C va cs [109] lai dua ra ¥ Kién progesterone c6 thé trc ché su ting
sinh cua té bao hic td, ddi khang tac dung kich thich cta estrogen. Progesterone
gay giam toc do ting sinh cua té bao hic td bao trong canh cdy da trong khi
khong c6 anh huong dang ké trén hoat tinh cia men tyrosinase. Perez M va cs
[115] d4 kiém tra mdi lién quan giira nong do ndi tiét to trong mau va ram ma.
Téc gia thdy rang khong c6 su khac biét vé ndng do trong huyét thanh cua beta-
MSH, ACTH, FSH, progesterone, prolactin, noi tiét té tuyén giap hodc cortisol
gitta 2 nhom phu nit chua sinh dé bi ram ma va khdng bi ram ma. Két qua tuong
tr dugc tim thiy trong nghién ctu cta Hall AM va cs [124], trong d6
progesterone khong gay tang hoat tinh men tyrosinase va tham chi con lam giam
nong do hic to.

Diéu th vi c6 duge tir bang 3.6 1 ¢ cac dbi twong c6 cung d¢ tudi, s lan
sinh, tién sir ram m4 1an mang thai trude thi dbi trong nao co chi sb estrogen cao

s& c6 kha nang ram ma gap 2,3 lan so véi ddi twong ¢ chi sb estrogen thap; doi
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tuong nao cd chi sé progesterone tang cao sé c6 kha ning ram ma cao gap 1,48
lan so v&i d6i tuong c6 chi sd progesterone thap. Tuy nhién, sy khac biét nay

khong c6 y nghia thong ké (p >0,05).

Tom lai, c6 mot s6 bang ching vé noi tiét to trong sinh rim méa nhung cac
dir liéu c6 mau thuan nhau. Diéu ndy c6 I 1a do nén ting vé gene cua cac Mau
nghién ctru khac nhau va muc do chiu tac dong cia UVR khac nhau do anh
hudéng viing dia Iy. ANMT lién quan dén khoi phat hodc 1am tang ning ram ma
do tac dong trén té bao hic td, gdy ting san xuét cytokines (interleukin-1,
endothelin-1, alpha-MSH, ACTH) tir té bao simg, gy ting sinh té bao sic, gay
tang san xuat va di chuyén hic td. Khao sat héa mo mién dich cho thay vai tro tia
UV lam tang qua muac alpha-MSH tai 16p stng va 16p hat vung da bi ram so véi
ving da quanh ton thwong nhung khong c6 hién tuwong ting sb luong thu thé
melanocortin-1 hoic ACTH. Té bao hic td caa bénh nhan ram ma c6 thé nhay
cam nhiéu hon d6i véi tinh trang kich thich ciia estrogen va cac noi tiét to
steroids sinh duc khac [109], [108].

Nhu vay c6 rat nhidu noi tiét to khac nhau anh huong dén ram ma. Trong
d6 estrogen va progesterone tic dong dén ram ma nhu thé ndo van chua duoc
tuong tan. Két qua nghién ctru cho thdy nong do estradiol va progesterone ting
cao trong thai ky nhung khong khéac nhau gitta thai phu rdm ma va thai phu
khong ram ma. Vi day 1a nghién ctru trén mau nho, nén can cé nhirng nghién ciru

rong va sau hon dé co két luan chinh xac hon.
4.2.3. Mbi lién quan giira ndng dd estradiol, progesterone véi mire dd ram ma

Két qua tir bang 3.7 cho thay khong c6 su khac biét vé ndng do trung binh
estradiol giita hai nhom thai phy bi rAm ma ning (c6 gia tri L thap) va nhom thai
phu bi rAm m4 nhe (c6 gia tri L cao). Mac du khi nong d6 estradiol tang 1000 don
vi thi kha nang c6 rdm mé nhe tang 41% (OR = 1,41; KTC 95%: 0,94 - 2,11)
nhung sy khac biét ndy khdng c6 y nghia théng ké (p > 0,05). Nghién ctru cho
két qua twong tu khi phan tich trén phan nhém nong do estrogen (bang 3.7), trong

d6 viéc estrogen ting cao khong co anh huong c6 y nghia théng ké dén mirc do
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ram ma (p > 0,05; OR = 2,14; KTC 95%: 0,82-5,58). V&i néng do progesterone,
két qua phan tich bang phép kiém T va phép kiém Chi binh phuong ciing cho
thay khong c6 mdi lién quan dén muc d6 rdm ma. Trong dé, trung binh dinh
lrgng va ti 1€ cac phan nhom progesterone & nhdm rdm méa nang (co gia tri L
thap) va nhdm ram ma nhe (c6 gia tri L cao) 1a nhu nhau. Mac du khi nong do
progesterone tang 10 don vi thi kha nang c6 rdm ma nhe tang 30% (OR = 1,30;
KTC 95%: 0,90 — 1,88), nhung su khac biét ndy ciing khong c6 ¥ nghia thong ké
(p > 0,05). Piéu nay phl hop v&i nghién ctru ciia Choi SW va cs [41]. Tac gia da
cho rang khi nong d cia estrogen ting qua cao trong thai ky c6 thé gay ra ram
ma nhung khong anh huéng dén ti 1¢ va mic do nang clia rAm ma trong thai ky.
Ly luan tir cac nghién ctru khac c¢6 vé nhu nong do estrogen ting cao cd anh
hudéng dén mirc do ting hic t6 da. Wiedemann C va cs [109] thay rang estrogen
c6 thé gy tang hic td da do kich thich téc d6 ting sinh va ting hoat tinh men
tyrosinase ctia t& bao hac td theo phuong thirc ti 18 thuan véi ndng do. Ranson va
cs [107] bao cao dau tién vé viéc u té bao hic td v4i beta-estrogen trong 24 gid
dan dén kich thich hoat tinh men tyrosinase phu thudc liéu. Snell va cs [35], [16]
d4 lam mot mo hinh thyc nghiém trén chuot lang va sir dung cac thi nghiém kiém
soat hda md cho thay khi dua vao mot liéu nho estrogen thi té bao hic t6, dic biét
cia da ving sinh duc-quang vi, ting san xuat hic té va su san xuét hic t6 gia
tang ti 18 thuan véi lidu luong estrogen. Khi cho beta-estradiol vao mdi truong
cay té bao hic to thdy c6 hién twong ting hoat dong clia men tyrosinase trong té
bao hic t6 [62] va ting sinh nguyén phan bao cila t& bao hic td [42]. Estrogen
cling gay ting sao chép gen qui dinh cac men lam ting hoat dong san xuat hic t6
& moi trudng nudi cdy da ctia ngudi binh thuong, dic biét 1a men tyrosinase va

DCT (Dopachrome tautomerase) [46].

Do ram ma chiu tac dong cta nhiéu yéu t6 nguyén nhan (gene, noi tiét
t5, ANMT, yéu té méi trudong) va cac yéu td nay co thé twong tic 1an nhau
trong sinh bénh hoc ram ma nén nghién ctru nay da thuc hién viéc loai trir cac
yéu t6 c6 thé twong tac v4i ndng do estradiol va progesterone va lién quan dén

nguyén nhan gay ram ma. Két qua bang 3.8 cho thiy & cac ddi tuwong cé cling



102

d6 tudi, so 1an sinh, tién sir ram ma lan mang thai truéc thi d6i twong nao co
néng do estrogen hoic néng do progesterone cao s& co kha ning bi rdm ma
mirc d6 ning (gia tri L cao) gip hon 2 lin so véi dbi tuong co6 nong dod
estrogen hoic ndng do progesterone thap. Tuy nhién, su khac biét nay khéng
c6 y nghia théng ké (p > 0,05).

Tom lai, két qua nghién ciu ndy cho thiy rang nong do estradiol va
progesterone tang cao trong thai ky nhung chua rd sy khac nhau giira thai phu
ram ma va thai phu khong ram ma, hon nira viéc ting cao ndong do cua cac ndi
tiét t6 nay khong anh huong dén do ning ciia ram ma xuét hién trong thoi gian
mang thai. C6 thé mau nghién ciu con nho, nén can c6 nhig nghién ciu rong

va sau hon dé co6 két luan chinh xac hon.

4.2.4. C4c yéu to lien quan dén ndng d estradiol, progesterone trén phu nir

mang thai co va khéng ram ma

Sy tang hic t sinh ly xay ra tir rt sém trong thai ky nhu sam da duong
giita bung, sam da quanh rén va sam da quang va. Cac dau hiéu nay l1a do sy ting
hoat ctia té bao hic td va ting hoat tinh men tyrosinase do su kich thich cua
estrogen, progesterone, MSH [6], [57]. Két qua phan tich mdi lién quan giira cac
yéu t& anh hudng dén estradiol hodc progesterone riéng biét trén nhém co va
khoéng ram ma trong nghién ctru nay (bang 3.9 va 3.10) cho thiy chi ¢ thai phu bi
ram mé néu hién dién sam da duong gitra bung thi kha nang c6 néng do estradiol
tang cao gip hon 3 lan so véi khong hién dién sam da duong giita bung (p=0,02;
OR=3,29; KTC 95%: 1,17 - 9,24). Tuong tu, chi ¢ thai phu bi ram ma néu hién
dién sam da duong giira bung, hoac hién dién sam da quang va thi kha ning co
nong do progesterone ting cao gap hon 3-5 lan so v4i khong hién dién sam da
duong giita bung hodc khong hién dién sam da quang via (p<0,05).

Jang YH va cs [62] cho rang cac thy thé ERB va PR trinh dién nhiéu hon
tai ton thuong rAm ma nhung & bénh nhan rdam ma lién quan dén thai ky c6 céac
thu thé ERB va PR trinh dién uu thé hon tai ca hai thuong bi ton thuong 13n

thuong bi lanh. Do dé estrogen va progesterone c6 thé hd trg hodc dong van gay
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ra ting hac t6 bang cach tuong tic véi cac yéu t6 khac dé kich thich té bao hac t6
sinh tong hop hic t6 dic biét trong thai ky [62]. Trong cac yéu t6 c6 thé tuong
tAc VOi estrogen va progesterone dé tac dong dén ram méa ma dd duoc dé cap
dén nhiéu nhit 13 UVR. Theo y van UVR tic dong trén té bao hic t6 (khong
tiép xuc estrogen) mot cach phy thudc liéu, cu thé gy giam sd luong té bao hic
t6 nhung gdy tiang hoat tinh men tyrosinase va mat do hac t6 [118], [125].
Jelinek JE va cs [102] thy rang hién dién rat nhiéu té bao hac to trén mat va tac
dong cia anh néng la yéu td chiu trach nhiém cho viéc rAm m4 khu tra tai mit.
ciia Ramirez-Bosca va cs [109] d& thuc hién mot nghién ciru thyc nghiém bang
cach dan estradiol trén da ngudi, sau d6 chiéu UVR. Két qua gy ra ram ma do
tang dang ké hoat tinh men tyrosinase. Nguogc lai, Wiedemann va cs [109] cho
rang chiéu UVR trén té bao hic t6 dang tiép xuc voi estradiol s& gy ting sinh
t6i thiéu té bao hic td; tc do tiang sinh cua té bao hac td dang tiép xtc véi
progesterone giam thap khi bi chiéu UVA, ting cao khi bi chiéu UVB; va
khong c6 su khac biét vé hoat tinh men tyrosinase so vdi cic té bao hic té dang
tiép xtc véi estradiol hodc progesterone nhung khong bi chiéu UVR. Diéu nay
c6 nghia 1a tic gia van ung ho quan diém ram ma lién quan dén nong do cac noi
tiét t6 estrogen, progesterone va khong chiu sy tuong tac ciia cac yéu to nguyén
nhéan khac nhu UVR. Di liéu cta nghién ctru ciia chung toi thé hién khong co
mai lién quan cd y nghia thong ké giira cac yéu t6 khac trong bang 3.9 va bang
3.10 (bao gom ciia yéu to tiép xtic UVR) véi tinh trang tang cao estradiol hodc
ting cao progesterone va twong ty nhau trén dan sb thai phu c6 ram ma va

khéng ram ma (p > 0,05).
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4.3. PANH GIA MOQT SO BIEN PHAP CAN THIEP RAM MA G PHU NU'
MANG THAI
4.3.1. So sanh sy twong dong giira cac nhom can thigp

Phu nir mang thai bi ram ma xuat hién trong thai ky dén kham tai Co s 4
cua Bénh vién Pai Hoc Y Duoc, tir 02/2011- 03/2013, thoa man tiéu chuan chon
bénh va tiéu chuan loai trir ciia muc tiéu 3 déu duoc dua vao tham gia nghién ctu
can thigp. Két qua gom c6 57 thai phu ram thuoc nhém bdi AzA chiém 41%, 40
thai phu thuoc nhdm bodi Uve chiém 28% va 44 thai phu thuoc nhém mang KT
chiém 31%.

Pén cudi nghién ciu, nhdm bdi AzA con 48 bénh nhan, 9 bénh nhan
khong duoc theo ddi dén cung do vé dia phuong dé sinh na, ngung bdi vi ly do
suc khoe hay thoi gian va bi tac dung phu (2 bénh nhan). Nhém boi Uve con 37
bénh nhan, 3 bénh nhan khong theo tiép la do khéng con kham thai tai Co so va
bi tac dung phu (1 bénh nhan). Nném mang KT tham gia nghién ctu day du cho
dén cudi (xem TOM TAT QUI TRINH NGHIEN CUU).

Bang 3.11 cho thay nhiing dic diém 1am sang nhu thoi gian khoi phaét, thé
lam sang, tan nhang, sam da quang vd, mtc do ting hic t6 cta ram ma ldc bat
dau can thiép, kndng khac nhau giira 3 nhém can thiép. Pay la cac dic diém rat
quan trong va cé lién quan truc tiép dén viéc danh gia hiéu qua cua mdi bién
phap can thiép. Ngoai trir “loai rAm mé hdn hop” gap ¢ nhom KT chiém da sb va
cao hon han so vgi & nhém Uve. Tuy nhién sy khac nhau nay chi xay ra giira 2
nhom déu ding bién phap bao vé da chéng nang, khong lién quan dén nhom
dung thude bdi diéu tri. Hon nira, nhu ¢4 ban luan & phan 4.1.1, phan loai ram ma
trong nghién ciu ndy dua vao soi dén Wood’s. Theo cac tac gia Han Quéc, phan
loai rdm mé dya vao soi dén Wood’s phu hop cho loai da I, I nhung khong phu
hop cho loai da nau-den III-V vi cho két qua khong twong hop giita soi dén
Wood’s va md hoc [101]. Trong d6, hau hét ngudi Viét Nam c6 loai da 111-V, do
d6 viéc phan loai rAm ma chi mang tinh twong ddi trén 1am sang. Céc yéu té

“sam da duong gitra bung” va “sam da quanh rén” tuy khéac nhau gitra cac nhom
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diéu tri nhung day 1a nhiing yéu té khach quan va khéng anh huong dén hiéu qua
cling nhu tac dung phu caa cac bién phap can thiép ram ma. Chi sé MASI, gi4 tri
L tai thoi diém TO cho thay khong c6 su khéc biét c6 y nghia thong ké vé mirc do
tang hac té gitra cac nhom can thiép. Su twong déng nay la rat quan trong vi co
lién quan tryc tiép dén viéc danh gia hiéu qua cua cac bién phap can thiép.

Bang 3.12 cho thay céc yéu t6 lién quan rdm ma nhu tuoi, tién sir thai san,
s6 lan sinh, tién sir rAm ma lan mang thai truéc, chu ky kinh nguyeét, tién st ding
thudc tranh thai, tién sir gia dinh ram mé4, tién sir bénh noi tiét va bénh man tinh
kém theo giira 3 nhém can thiép 1a nhu nhau. Pay 1a cac dic diém goi y dén yéu
t6 gen va noi tiét to trong nguyén nhan sinh ram ma.

Bang 3.12 ciing cho thay sy tuong dong giira cac nhom can thigp vé thoi
luong tiép xtc anh nang trung binh mdi ngay, thoi quen chdng nang, tién str ding
m¥ pham. Pay 1a cac dic diém goi y dén yéu t6 moi truong tac dong dén sinh
bénh hoc ram ma.

4.3.2. Panh gia hiéu qua cua cac bién phap can thiép ram ma
4.3.2.1. Tinh an toan va lgi ich ciia cdc bién phdp can thiép ram md
- Tinh an toan ciia kem chéng niing vo co Uveblock®:

Uveblock® chira 2 thanh phan hoat chat chinh 14 titanium dioxide va
zinc oxide. Titanium dioxide va zinc oxide c6 dic tinh bao vé da chéng UVA
lAn UVB, 6n dinh quang hoc, rat ém diu d6i véi da. Cac chit chéng nang nay
khong xuyén tham vao da binh thuong va 1a nhimg chit héa hoc tro [126].
Hon nita hai chat chong ning v6 co nay con c6 tac dung khang viém lan lugt
92% va 63% [127].

- Tinh an toan ciia kem tiy ram Anzela®:

Anzela® chira thanh phan hoat chat chinh 13 azelaic acid 20%. AzA thudc
phan loai nguy co thudc trong thai ky theo FDA 1a B [74], [85] do nghién ciru
trén vat thi nghiém khong c6 tac dung phu nao ca, va < 4% liéu thude boi bi hap
thu vao méau. Mingrone va cs [73] thuc hién mot loat nghién ciru trén chudt

Wistar va tho New Zealand dé xem xét doc tinh cia AzA sau khi udng va tiém
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vao phuc mac; doc tinh ban cap va man tinh; doc tinh trén thai va nhii nhi; kha
nang gy quéi thai cta thudc. Két qua AzA dugc dung nap tot va khong co bat ky
tac hai gdy doc ndo. Pathak va cs [73] d4 bao cao khong co tac dung rc ché hoic
gay doc té bao chon loc nao trén sy hinh thanh hic t6 melanin cia da chudt lang
den. Anh hudng cua AzA trén dudng huyét, su bai tiét than, hé théng tim mach
ctia chudt thi nghiém ciing dugc nghién ciru boi Dr. M Topert [73] cho két qua 13
AzA khong tao ra bat ky su thay d6i ndo trén nong do duong huyét, sy bai tiét
than va khong anh hudng trén huyét 4p dong mach, nhip tim cta chudt. Cac
nghién ctru & phong thi nghiém dé danh gia nong d6 AzA trong sita me cho thay
sy hap thu AzA vao sita me khong giy ra thay doi dang ké ndng do AzA co ban
co trong sira.
- Lgi ich ciia viéc mang khau trang

R4am ma thuong phan bd ¢ mit, wu thé & hai bén ma, vat ngang séng mii,
mai trén, cam. Do d6 str dung khau trang dting qui chuan s& giup ich trong viéc
bao vé cac ton thuong ram ma chéng lai ANMT. Phuong thirc chdng nang nay
rat dé duoc chap nhan va tuan thii boi phu nir mang thai do tinh tién dung va tinh
an toan tuyét ddi ciia khau trang chéng nang.
4.3.2.2. Danh gia hi¢u qud ciia bi¢n phap boi AzA

Hydroquinone (HQ) Ia mét hoat chat tay ram va d tirg duoc xem 1a diéu
tri vang cho ram ma. Tuy nhién HQ d& bi cdm luu hanh tai Chau Au tir ndm 2001
va dang dugc xem xét dé kiém soat viée st dung tai Hoa Ky do tac dung phu cia
thudc trén sirc khoe ctia nguoi [128]. Hién tai HQ ciing bi cAm lwu hanh tai Viét
Nam. Do d6 viéc xem xét dé sur dung céc hoat chét téy ram khac 1a rat can thiét,
dac biét 14 trén d6i twong phu nit mang thai bi rAm ma. AzA khong nhimg 14 mot
hoat chat tay ram ding an toan cho phu nit mang thai ma con ¢6 tac dung tuong
dbi t6t, twong dwong vai tac dung caa HQ 4% va vuot troi hon tac dung cia HQ
2%. AzA hiéu qua tiy ram thugng bi va hdn hop, rat phl hop sir dung trén mau
nghién ctu vi hai loai rAm ma thuong bi va hdn hop 1a chiém da sé (87,7%).

AZzA bit dau khoi phat tac dung sau 1-2 thang [83] va cho hiéu qua rd rét sau 4-6
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thang [82]. Do d6 viéc theo ddi bénh nhan dén thoi diém T4/5 trong nghién ciru
nay la phi hop véi thoi gian khai phét va dat hiéu qua toi da ciia AzA.
- Panh gia chii quan ciia thiy thudc

Bang 3.13 cho thay ti 1¢ cai thién rAm ma ting dan trong qua trinh diéu tri
bang AzA; 7% cai thién nhe tai thoi diém T1; 48% co cai thién bao gom 3,8% cai
thién dang keé tai thoi diém T4; 56,3% c6 cai thién bao gom 4,2% cai thién déng
ké tai thoi diém T5. Tuy nhién, ti 1¢ nang hon ciing ting dan sau mdi thang dén
t6i da sau 3 thang can thiép. C6 dén 24.6% truong hop rAm ma ting nang tai thoi
diém T3 (twong tng thai ky khoang 6-7 thang), sau do ti 1¢ thai phu bi ram ma
ndng hon giam dan cho dén khi sanh (T5) con thap hon so véi tai thoi diém 1
thang sau boi AzA (8.3%).

R&m ma trong thai ky thuong khai phat vao 3 thang dau thai ky, s& ting
nang dan tir luc khoi phat cho dén khi sinh. Piéu nay da duoc ghi nhan trong y
van [46], [52] c6 18 1a do tac dong cua su thay doi ndi tiét tb trong co thé phu nit
mang thai. Do d6 viéc cai thién ram ma trong thoi gian mang thai voi ti 1€ cao da
noi 1én hiéu qua tot ciia AzA & thai phu bi ram ma. Trong nghién ciru, AzA d4
gilp cai thién mirc d6 rAm ma ting dan tir sau thoi diém T1. Tuy nhién ti 1¢ ram
ma nang hon tiang dan va dat cao nhat tai thoi diém T3 1a pht hop véi dién tién tur
nhién ciia ram ma trong thai ky, sau d6 giam dan tai thoi diém T4 va dat thap
nhét tai thoi diém T5 12 phd hop véi dién tién vé tac dung ctia AzA.

Cho dén nay chua nghién ctru nao trén thé gisi vé hiéu qua ctia AzA trong
diéu tri rAm ma & phy nit mang thai. Tuy nhién, mot s6 nghién ciru vé hiéu qua
clia AzA trong diéu tri rAm ma & bénh nhan khong mang thai d4 dugc bao céo.
Lowe va cs [68] trong mot nghién ctru ngiu nhién, mu d6i, bat cip, da trung tim
trén 52 bénh nhan trong 24 tuan, theo ddi hiéu qua, an toan va dung nap cia AzA
20% cream so voi gia duoc trong diéu tri rAm ma trén bénh nhan ¢ phototype IV
dén VI. Két qua cho thdy mirc d6 ram ma theo danh gia chii quan ciia bac si giam
dang ké sau 4 thang (p < 0,05) va 55% bénh nhan c6 cai thién mic d6 ram ma
sau 6 thang. Rigoni C va cs [129] d& dung kem AzA20% dé diéu tri 39 bénh
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nhan ram mé khdng mang thai va cho két qua 79% bénh nhan cai thién rat tot/tot
sau 6 thang boi thudc. Verallo-Rowell VM va cs [75] thuc hién thir nghiém mu
d6i dau tién vao nam 1989 dé so sanh tac dung trén cac té bao hac t6 tang sinh va
tang hoat gitta AZA20% va HQ2%, ti 1& cho két qua tot ctia AzA20% trong diéu
tri ram maé 12 68.9% vdi ti 1& cho két qua t6t cua HQ2% 14 43.7% (p < 0.05).
Balina va cs [130] so sanh hiéu qua AzA20% va HQ4% trong mot thir nghiém
ngau nhién, mu doi. Két qua sau 6 thang theo ddi cho thay 64,8% nhom AzA co
két qua tot/rat tét, nhung khong khac biét so v6i nhom HQ. Nghién ciu cia
Sivayathorn A va cs [25] tai Thai Lan va Philippines trén 340 bénh nhan ram ma
thuong bi va hdn hop cho thay 75,5% c6 két qua tot/rat tot. Graupe K va cs [88]
so sanh AzA20% va (AzA20% + tretinoin 0,05%) trén 50 bénh nhan ram ma cho
thay 73% dat két qua tot/rat tot.

Bai vi ddy 14 phuong phap danh gia chu quan, do d6 két qua danh gia vé
hiéu qua ctia AzA s& khong sat thuc bang cac phuwong phap danh gia tiép theo.

- Panh gia theo chi s6 MASI

Chi s6 MASI dya trén mot sé dic diém cia rAm mé bao gom dién tich,
murc d6 va d6 dong nhat. Cac dic diém nay ciing duge bac si ghi nhan mot cach
cha quan. Tuy nhién, chi s6 MASI tong hop chi tiét cac dic diém thé hién murc
d6 nang ciia rAm ma mot cach toan dién, co do tin cdy cao va twong dbi on dinh
giita cac lan danh gia trén cing mot bac si ciing nhu giita cac bac si. Do d6, cho
dén nay chi s6 MASI 12 mot thong s duge dung dé danh gia mirc do ram ma trén
Iam sang trong cé4c thir nghiém 1am sang clia rim ma trén toan thé giGi.

Bang 3.14 va biéu d6 3.5 cho thiay diém MASI trong nhém AzA c6
khuynh huéng khong thay doi trong subt thoi gian nghién ciru va khong khac biét
c6 ¥ nghia thong ké khi so sanh tai thoi diém theo ddi sau can thiép Tx so véi
thoi diém bét dau can thiép TO (p > 0,05). Tuong ty bang 3.14 va biéu d6 3.6 cho
thay ti 1¢ phan nhom MASI trung binh dao dong nhe va c¢6 khuynh huéng ting
(tir 5,3% 1én 8,3%) sau quaé trinh diéu tri. Nguoc lai ti 1¢ phan nhém MASI ning

tang dan tir 7% dén 10,5% tai thoi diém T3, nhung sau d6 giam dan con thap hon
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trudc can thiép (6.3%) tai thoi diém T5. Mic du sy thay doi nay khong khéc biét
6 y nghia thdng ké (p > 0,05) nhung van c6 gia tri trong nghién ciru nay. Thay
vi diém MASI hodc phan nhém MASI ning s& tang dan theo thoi gian mang thai
cho dén khi cham dut thai ky 12 dién tién ty nhién cia ram ma trong thai ky khi
khong c6 can thiép. Két qua nghién ctru da cho thay rdm ma trong nhom bdi AzA
d4 khong dién tién nang hon ma con cai thién thé hién qua giam ti 1 phan nhom
MASI ning tir sau thoi diém T3. Dién tién ndy kha phd hop véi tac dung cua
AzA. Sau 5 thang theo ddi, ti 1é ram ma c6 chi s6 MASI 6n dinh hodc cai thién
(phan nhom MASI nhe va trung binh) la 93,7%.

Mot sb nghién ciru vé hiéu qua cia AzA, dugc danh gia dua trén chi sé
MASI, trén ram ma ¢ bénh nhan khong mang thai d8 duogc bao cao. Rigoni C va
cs [129] da dung kem AzA20% dé diéu tri 39 bénh nhan ram mé khong mang
thai va cho két qua 37 bénh nhan giam MASI sau 6 thang bdi thubc. Diéu nay
cho thdy AzA don trj liéu c¢6 hiéu qua cao trong diéu tri ram ma, véi ti 16 thanh
cdng gan 95% (37/39), két qua ciia chiing tdi ciing phll hop véi nghién ciu nay.
Nghién ctru ctia Lowe va cs [68] thi danh gia hiéu qua AzA20% (so sanh v&i
HQ2%) chi thong qua mdt trong cac yéu td cau thanh MASI, d6 1a dién tich ton
thuong. Két qua cho thiy bénh nhan bdi AzA20% c6 kich thudc ton thuong giam
nhiéu hon so véi bdi HQ2%. Balina va cs [130] so sanh hiéu qua AzA20% va
HQ4% trong mot thir nghiém ngau nhién, mu doi, da trung tim, tai Nam My trén
329 phu nit bi rdm m4 thugng bi va hon hgp. Sau 6 thang theo ddi, nhom AzA c6
71% giam kich thudc ton thuong trung binh, trong d6 60% giam hon phan nira
kich thudc ton thuong ban dau, nhung khong khac biét so véi nhéom HQ. Két qua
téng hop tir nhiéu nghién ctru khac nhau vé AzA trong diéu tri ram ma d4 ghi
nhan kem AzA20% don tri 1a diéu trj thay thé hang dau cho bénh nhan rdm ma
[90], cho hiéu qua cao, c6 mirc d6 chimg cr I va chét luong chimg cit B [76].

- DPanh gia theo gia tri L
Colorimeter dugc phat trién dé ghi nhan mau sac dai dién mot cach khach

quan theo phuong thirc twong ty véi mau sac ma mat ngudi cam nhan dugc. Mau
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sac duge mo ta bang gia tri do sang (L). Trén thyc té, gid tri L biéu hién do sang
twong ddi ciia mau Sic, trong tng voi gia tri L tir thap dén cao 1a mau sic thay
doi tir den dén tring. Cho dén nay c6 rat it nghién ctru d4 sir dung may do mau
sac (colorimeter) dé danh gia hiéu qua trong diéu tri rAm ma4, trong d6 c6 2
nghién ciru vé hiéu qua caa tretinoin cream va 1 nghién ctru vé hiéu qua cua
rucinol serum trong diéu tri rdm ma [131], 1 nghién ctru vé kem chdng nang
phd rong trong phong ngira ram ma & phu nit mang thai [9]. Mac du cong cu
nay cung cip mot dir lidu dang tin cdy va khach quan dé ghi nhan mau sic
nhung véi viéc theo dOi dugc ghi nhan tai mot vi tri cd dinh sé& khong khai
quat hoa dugc toan bo dién tién ciia rdm ma. Viéc danh gia mac d6 hic td
trong nghién ctru nay khéng dua vao thoéng sé b* 1a do thdng sé b* c6 ¥ nghia
twong dwong théng sd L trong viéc danh gia hac t6 da [9]. Ching tdi ciing
khong str dung thong s a* boi vi day 1a thong sb lién hé dén su phan bd mach
méu da (khuynh hudng chuyén sang mau do) va a* giam trong 42% trudng
hop phu nit mang thai do thiéu mau thai ky [9].

Bang 3.15 va biéu d6 3.7 cho thay trung binh gia tri L trong nhdm AzA
dao dong va co khuynh hudng ting khi so sanh thoi diém bat dau va thoi diém
két thiic nghién ciru can thiép. Tuong tw Bang 3.15 va Biéu do 3.8 cho théy ti 1¢
phan nhém L cao ting dang ké tai thoi diém T5. Mic dU su thay doi nay khdng
c6 khac biét c6 ¥ nghia théng ké (p > 0,05) nhung van ¢6 gia tri trong nghién ciru
nay. Thay Vi gia tri L hodc phan nhém L cao s& giam dan theo thoi gian mang
thai cho dén khi cham dirt thai ky 13 dién tién ty nhién cia ram maé trong thai ky
khi khéng c6 can thiép. Két qua nghién ciru d4 cho thiy da s ram ma trong
nhom boi AzA d4 khdng dién tién ning hon va c6 cai thién, dang ké 1a vao cubi
thai ky (tir 52,6% thudc phan nhom L thap lac dau chi con 35,4% thudc phan
nhom L thép luc sanh).

Nghién ctru ciia Lowe va cs [68] cho thiy cai thién dang ké dam do hac to
dugc do bang chromometer so v6i nhom gia duoce (p = 0,039). Su cai thién chung
dugc danh gia cao hon c6 y nghia & nhém AzA so véi nhom gia dugc sau 3

thang (p = 0,026), sau 5 thang (p = 0,030), va sau 6 thang (p = 0,008).
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4.3.2.3. Danh gid hi¢u qud cia bi¢n phdp boi Uve

Nghién ctru d4 dugc thuc hién véi 40 thai phu bdi kem chéng ning (SPF
30, ¢6 chira cac hoat chat chéng nang v6 co nhu titanium dioxide, zinc oxide)
trén khap mat trong sudt thai ky tir lic nhan vao nghién ctru can thiép cho dén khi
cham dut thai ky.

- Panh gia chii quan ciia thiy thudc

Bang 3.13 cho thay ti 1& cai thién ram maé ting dan trong qué trinh boi
Uve; 17,5% cai thién nhe tai thoi diem T1; 33,3% c6 ci thién bao gom 5,1% cai
thién dang ké tai thoi diém T4; 45,9% c6 cai thién bao gom 10,8% cai thién dang
ké tai thoi diém T5. Pén cubi nghién ciru, cd 94,5% rdm ma trong thai ky s&
giam hodc 6n dinh sau khi dugc bdi chong nang dung cach, cao hon han so véi
két qua cua tac gia Lakhdar H va cs [9]. Tuy nhién, ti 1é nang hon ciing ting dan
sau mdi thang va con kha cao (23,1%) cho dén thoi diem T4 (twong tmg thai ky
khoang 7-8 thang), giam thip con 5,5% tai thoi diem T5 (twong tmg thai ky
khoang 8-9 thang).

Viéc xuét hién hodc ting ning ram mé ¢ phu nit mang thai 1a do thay dbi
noi tiét t6 trong thai ky [132], [9]. Viéc ting hic td nay s& bi thuc day boi
ANMT. Ti 1€ cai thién rdm ma trong nghién ctru d& noi 1én hi¢u qua cua kem
chéng ning. Tuy nhién ti 1¢ rAm ma ning hon tang dan cho thdy vai trd quan
trong ctia yéu td ndi tiét trong sinh bénh hoc ram ma. Pén cubi nghién ciwu, ti 1é
nay c6 giam di c6 thé 1a do thai phu d& han ché viéc di lai truée sanh. Diéu nay
cho thiy nguyén nhan ram ma & phu nir mang thai ngoai yéu t6 noi tiét to con co
su twong tac cua nhiéu yéu t6 khac ma dic biét 1A ANMT. Do d6 can tu van
chéng niang dung cach cho thai phy, dic biét trén thai phu bi ram ma. Boi kem
chéng nang pho rong 14 mot phuong thire gitp cai thién va ngan ngira rim ma &
phu nit mang thai mgt cach an toan.

Cho dén nay c6 rat it nghién ctru d4 bdo cao vé loi ich ciia kem chéng
nang va chi co6 mot nghién ciru & phu nit mang thai vé hiéu qua ciia kem chong

nang trong viéc ngan ngira va diéu tri rAm ma. Lakhdar H va cs [9] d4 thyc hién
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cho bdi kem chong nang (SPF 50+ va UVA-PF 28) va theo di trong 12 thang
trén 200 phu nit Marocco bi ram ma va dang mang thai < 3 thang (12 ca c6 ram
ma trude khi mang thai). Két qua déanh gia chii quan ciia bac si, dya trén su xuat
hién ciia ton thwong méi va mac do cua ton thuong cii, cho thdy co 61% rét tot
va 27% tt lac thai 6 thang, 72% rat tot va 22% tot lac thai 8/9 thang. Vazquez M
va cs [128] cho thiy kem chdng nang phd rong ting cuong hiéu qua cua HQ, cu
thé 96,3% bénh nhan ram ma ding dong thoi HQ va kem chéng nang phd rong
O cai thién so vai 80,8% c6 cai thién ¢ bénh nhan boi HQ va gia dugc (mtrc do
ching ctr I1-i), tuy nhién khéng c6 su khac biét dang ké giita 2 nhom.
- Panh gia theo chi s6 MASI

Bang 3.14 va biéu d6 3.5 cho thay diém MASI trong nhém Uve c6 khuynh
huéng khong thay doi dang ké trong sudt thoi gian nghién ciru, ting it dan dén
thoi diém T4 va giam nhe vao thoi diém T5. Tuy nhién sy thay d6i nay khong co
khac biét co ¥ nghia théng ké khi so sanh tai thoi diém theo ddi sau can thiép Tx
S0 Voi thoi diém bét dau can thiép TO (p > 0,05). Tuong tu bang 3.14 va biéu db
3.6 cho thay ti 1¢ phan nhom MASI nhe/trung binh dao dong nhe va c6 khuynh
huéng tang (tir 92,5% 18n 94,6%) sau qué trinh diéu tri. Nguoc lai ti 1& phan
nhom MASI ning tang cao tai thoi diém T4 (12,8%) so v6i TO (7,5%), nhung sau
d6 giam thap hon trudc can thiép (5,4%) tai thoi diém T5. Mic dU sy thay doi
nay khong cd khac biét co y nghia théng ké (p > 0,05) nhung van c6 gia tri trong
nghién ctru ndy. Thay vi diém MASI hodc phan nhém MASI ning sé ting dan
theo thoi gian mang thai cho dén khi cham dut thai ky 1a dién tién tuy nhién cua
ram ma trong thai ky khi khong co can thiép. Két qua nghién ciru d4 cho thay
ram ma trong nhém bodi Uve da khdng dién tién nang hon va con c6 sy cai thién
thé hién qua giam ti 1& phan nhém MASI ning tir sau thoi diém T4. Sau 5 thang
theo dbi, ti 1é rdm ma c6 chi s6 MASI 6n dinh hodc cai thién (phan nhém MASI
nhe va trung binh) la 94,6%.

Cho dén nay chua c6 nghién ciru nio trong nudc ciing nhu trén thé gidi vé

hiéu qua ciia kem chdng nang, dugc danh gia dya trén chi s6 MASI, & phu nir
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ram ma (mang thai hoic khong mang thai) nén chiing t6i chua thé dua ra nhimg
nhan xét so sanh.
- Panh gia theo gia tri L

Bang 3.15 va biéu dd 3.7 cho thay trung binh gia tri L trong nhom Uve
hau nhu khong thay doi khi so sanh thoi diém bat dau va thoi diém két thuc
nghién ctru can thiép. Twong ty Bang 3.15 va Biéu do 3.8 cho thay ti 1& phan
nhom L cao hozc phan nhém L thap gan nhu ciing khong thay d6i trong qua trinh
diéu tri. Miac d0 su thay doi nay khdng ¢ khac biét c6 ¥ nghia théng ké (p >
0,05) nhung van co gia tri trong nghién ciru ndy. Thay vi gia tri L hodc phan
nhom L cao s& giam dan theo thoi gian mang thai cho dén khi cham dut thai ky 12
dién tién ty nhién cia ram ma trong thai ky khi khong c6 can thigp. Két qua
nghién ctru d4 cho thay da s6 ram ma trong nhém bdi Uve da khong dién tién
nang hon va ciing khong c6 cai thién, ti 1é rAm mé 6n dinh tic ¢6 phan nhém L
cao 12 97,2% (48,6%/ 50%) sau 5 thang theo ddi vai boi Uve ¢ phu nir mang thai
bi ram ma trong thai ky. Tuy nhién c6 2,8% bi tang hac t6 da thdng qua bién s6 L
giam va chuyén tir phan nhom L cao sang phan nhom L thap.

Nghién ctru ciia Lakhdar H va cs [9] cho thay 38% co da sang hon (ting
L), 41% c6 mau da khong thay d6i va 21% c6 da ti hon tai cudi thai ky so véi
thoi diém bat dau nghién ciru (thai < 3 thang). Két qua c6 79% phy mir mang thai
bi rAm ma s& giam hodc 6n dinh sau khi dugc bdi chéng ning ding cach; chi c¢6
2,7% xuat hién rém ma trong thai ky, thap hon han so véi ti 1é ram m4 trong thai
ky da dugc ghi nhan trong y van hodc trong cac nghién ciru c6 trude. Tuy nhién
21% thai phy tham gia nghién ctru ¢ tang hac té da théng qua giam L, trong d6
c6 5 ca ram ma maéi xuat hién va 2 ca ram ma trude d6 bi ting ning hon.

Nhu vay so sanh két qua cua hai nghién ctru vé hiéu qua bdi kem chéng
nang pho rong cho thay ti 1é rdAm ma & phu nit mang thai 6n dinh cao hon va ti 1é
bi tang hac t6 da (dua trén gia tri L) thap hon tai thoi diém cudi thai ky trong
nghién ctu cua chung t6i so voi nghién ciru cua tac gia Lakhdar H va cs. Tuy

nhién khuynh huéng ctia két qua ciia ca hai nghién ctru 1 viéc tu van cia béac si
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phdi hop str dung kem chdng nang phd rong da gop phan cai thién va ngan ngira
rdm ma, dac bi€t & phu nit mang thai.
4.3.2.4. Danh gia hiéu qud cua bién phap mang KT
- Panh gia chii quan ciia thay thudc

Bang 3.13 cho thay khong c6 truong hop nao cai thién ram mé cho dén
cudi thai ky trong nhém mang KT, khoang 2/3 trudng hop ram ma khong thay
d6i va 1/3 truong hop ram ma nang hon.
- Panh gia theo chi s6 MASI

Bang 3.14 va biéu d6 3.5 cho thay diém MASI trong nhém mang KT ¢6
khuynh huéng ting dan trong sudt thoi gian nghién ctru. Tu thoi diém T2 cho
dén cubi thai ky, tirc 1a tir lac thai khoang 5-6 thang, diém MASI ting cao co
nghia thong ké so véi thoi diém TO (p <0,05). Twong ty Bang 3.14 va Biéu do
3.6 cho thay khong c6 trudng hop ram ma thudc phan nhém MASI ning cho dén
thoi diém T2, sau do ti 1& phan nhém MASI ning ting dan dén tir thoi diém T3
cho dén cudi thai ky 1a 13,6%. Sy gia ting ndy c6 y nghia thong ké so véi thoi
diém TO (p<0,05). Piém MASI hodc phan nhom MASI ning sé ting dan theo
thoi gian mang thai cho dén khi chdm dut thai ky 1a dién tién tu nhién cua rdam
mé trong thai ky khi khong cd can thi¢p hoac can thi¢p khong hiéu qua.
- DPanh gia theo gia tri L

Bang 3.15 va biéu d6 3.5 cho thay trung binh gia tri L trong nhém mang
KT giam dan tir 56,9 + 2,8 xubng 56 + 2,8 tir thoi diém TO dén cudi thai ky T5.
Sy khac biét c6 y nghia thong ké tir thoi diém T2 (p < 0,001). Diéu nady cho thay
ram ma nang hon tir khi thai 5-6 thang. Tuong ty Bang 3.15 va Biéu d6 3.6 cho
thay ti 1¢ phan nhom L cao giam (tir 54,5% xubng 45,5%) va tuong ung ti 1¢ phan
nhom L thap ting dang ké (tir 45,5% 1én 54,5%) sau qua trinh diéu tri. Sy gia
tang phan nhom L cao tai cudi thai ky c6 y nghia thong ké so véi tai thoi diém TO
(p < 0,05). Két qua nay la do dién tién rdm ma ning hon ciia cac ca trong nhom

mang khau trang, dic biét 1a vao cudi thai ky.
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Khau trang 1a mét trong nhiing phuong thirc chong ning tién dung, kinh té
nhung khong mang lai hiéu qua cao. Nhu chung ta d biét kha niang chong nang
cta khau trang phu thudc vao PO CHE PHU (% dién tich soi vai), PO MO (mat
do vi soi trong ting soi vai), DO DAY va mot sd yéu td khac (chit hoa hoc,
thudc nhudm, chat mau) cua vai soi. Vi do che phu rat cao 94% thi UPF 13 15.
Dé UPF > 30 thi vai soi 1am khau trang phai c6 d6 che phil gan nhu tuyét doi >
97%. Do d6 du khau trang duoc 1am bang chét liéu cotton, ddy v mau sdm van
khong dap ung duoc nhu cau chéng nang cao. Mic du Viét Nam 1a nudc thude
vung nhiét déi va chiu tac dong cuia ANMT Vvéi cuong do manh quanh nam,
nguoi Viét Nam co tap quén sinh hoat phan 16n 14 tiép xtic voi méi truong ngoai
va c6 théi quen mang khau trang dé chdng ning, nhung cho dén nay khau trang
chéng nang chuyén dung van chua dugc san xuét tai Viét Nam.

Ram ma thudng xuét hién trong 3 thang dau, dién tién niang dan theo tudi
thai. Diéu nay da duoc ghi nhan trong y van va phi hop véi dién tién ram ma cia
nhom mang KT. Tuy nhién chwa c6 nghién ctru nao trén thé gigi vé ti 1é cia dién
tién rAm ma trong thai ky. Do d6 dién tién rAm mé ning hon trong nhom mang
khau trang khong thé so sanh véi dién tién rdm ma nang hon & phu nir mang thai
khi khong mang khau trang.
4.3.2.5. So sanh hi¢u qud giita cac nhom can thiép
- Panh gia chii quan ciia thiy thudc

Bang 3.13 cho thiy khi so sanh két qua danh gia chi quan gitta céac
phuong phép thi nhém bdi AzA hodc nhom bdi Uve cho két qua vuot troi so véi
nhom mang khau trang c6 y nghia thong ké (p < 0,05) tir sau can thiép 3 thang
(T3). Bang 3.13 ciing cho thay hiéu qua ctia AzA va Uve 1a nhu nhau (p > 0,05)
theo danh gia chi quan cta bac si vé can thi¢p ram mé & phy nir mang thai.

- Panh gia theo chi s6 MASI

Bang 3.14 cho thay c6 su khac biét vé diém MASI giita cac nhém can

thiép, cu thé 1a khac biét giita nhém can thi¢p bang AzA va nhém mang KT tir

sau 4 thang can thiép (p = 0,010) va khac biét gitra nhom can thiép bang Uve va
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nhom mang KT tai thoi diém trude sanh (p < 0.05). Tuy nhién khéng c6 sy khac
biét gitra nhom can thiép bang AzA va nhoém can thiép bang Uve trong sudt 5
thang theo ddi (p > 0,05).
- Panh gia theo gia tri L

Bang 3.15 cho thdy khong cé su khac biét vé gia tri L ciing nhu phan
nhém gia tri L trén cac nhom can thiép (p > 0,05).

MASI la phuong phép danh gid mirc d§ rdm ma chu quan nhung tuong
dbi chinh x4c va toan dién vi duoc chi tiét hoa. Do d6 két qua nghién ctu dya
vao chi s6 MASI cho thdy kem AzA20% va kem kem chong ning phd rong
SPF30 c6 chira hoat chat chéng nang co hoc déu ¢ hiéu qua tt trong viéc cai
thién ram ma & phu nit mang thai so véi viéc mang khau trang.

Kem AzA20% la thudc tiy ram c6 hiéu qua va cd thé dung duoc ¢ phuy nit
mang thai. R&m ma anh huéng déng ké dén tham m¥, tim 1y va chat luong cudc
séng ¢ phu nit mang thai va sau sanh [133], [50]. C4c bién phap can thiép ram
ma bi han ché khi st dung trén ddi tugng nay. Do d6 thudc boi tay ram AzA gitip
cho phu nit mang thai c6 thém lya chon trong diéu tri rAm ma.

Kem chdng nang pho rong, bao vé da chong UVA va UVB véi SPF > 30,
la ly tuong nhat, nén bao gom cac chat chéng nang vo co (titanium dioxide hodc
zinc oxide) dé phong ngira rAm ma. Phan 16n bénh nhan d4 timg ding kem chéng
nang trudc khi duoc chan doan ram ma déu cam thiy rang viéc s dung kem
chéng nang gitp cai thién rAm ma, tuy nhién chi 1/3 bénh nhan thay d6i hanh vi
bao vé da chong nang sau khi bi rdm ma [134]. Chua c6 nghién ciru nao trén thé
gidi so sanh hiéu qua ciia AzA va kem chdng niang phd rong. Hai phuong thic
nay ¢ thé phdi hop dé tang kha ning cai thién rAm ma ¢ phu nit mang thai.

Chinh vi mang khau trang 1a phuong thirc chéng nang khong c¢6 hiéu qua
cao. Hon nita, trong nhiéu tinh hudng viéc mang khau trang 1a khéng kha thi,
chang han nhu 1am viéc trong méi truong bi khilc xa anh ning nhiéu, 1am viéc
ngoai troi nhung phai tiép xtc v6i nhidu ngudi. Do d6, khau trang chi nén duge

xem nhu c¢6ng cu chdng nang hd trg trong phong ngira rim ma.
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4.3.3. Panh gia tac dung phu cuaa cac bién phap can thiép ram ma
4.3.3.1. Ddnh gid tic dung phu qua cac lan theo doi

Két qua tir bang 3.16 va biéu do 3.9 cho thdy kem AzA 20% va kem
chéng nang pho rong déu co tac dung phu khi bdi, ngoai trir phuong phap mang
khau trang. Tuy nhién hai bién phap can thiép bang thudc bdi nay khéng co su
khac biét vé tac dung phu c6 y nghia thdng ké (p > 0,05). Trong nhom AzA, tac
dung phu xuat hién nhiéu nhat trong thang dau tién diéu tri (29,8%), khac biét c6
y nghia thong k& so véi hai nhém con lai (p < 0,01), sau d6 giam han va khong
con tac dung phu sau 5 thang theo ddi. Trong nhdm Uve ti 1€ tac dung phu tuong
d6i thap hon nhom AzA (7,5%) va chi gdp trong 3 thang dau, dén thang thu tu
khdng con thdy xuét hién tac dung phu nita, khic biét khong c6 ¥ nghia thong ké
so véi mang KT (p > 0,05).

Nhu vdy AzA cé tac dung phu nhiéu hon va cac tac dung phu nay bién
mat cham hon trong nhom AzA. Ti 1é tac dung phu cia Uve khong dang ké. Tuy
nhién tac dung phu ciia AzA chi 12 cic d4u hiéu nhe nhu ngtra da, d6 da, cham
chich, troc vay va khong xuat hién mat hac t6 hay nhay cam anh sang hay bénh
mO xa&m ngoai sinh nhu tac dung phu cua HQ. Tac dung phu ¢ ca hai nhom can
thiép bang thudc bdi déu bién mat hoan toan sau mot thoi gian (5 thang doi véi
AzA va 4 thang d6i véi Uve).

Cac nghién ctru trén thé gidi vé AzA diéu tri rAm ma ciing cho két qua
tuong ty vé tac dung phu. Susan Farshi va cs [77] cho biét tic dung phu ctua AzA
gom ngtra, d6 da, bong rat va bién mét sau 2-3 thang. Graupe K va cs [81] thay
rang khong cé tac dung phu dang ké sau 6 thang theo doi didu tri voi AzA boi,
khéng mat hac 5, khdng nhay cam anh sang, khong bénh mé x4m ngoai sinh.
Verallo-Rowell VM va cs [75] ghi nhan ti 1§ tic dung phu ciia nhém AzA la
36.5% va da phan cac tac dung phu déu nhe va thoang qua trong nghién ctru. Tac
dung phu ctia AzA trong nghién ciru nay chi 1a nhe va thoang qua, tuong tu voi
két qua trong cac nghién ciu khac [76], [84], [82].
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Sambandan DR va cs [67] ¢4 bao céo kem chéng nang co thé c6 céc tac

dung phu nhu nhay cam tiép xac (contact sensitivity), nhay cam anh sang

(photosensitivity), nhung hiém gip. Chua c6 nghién ciru ndo trén thé giéi ghi

nhan cy thé vé dién tién cac tac dung phu cia kem chdng ning.

4.3.3.2. Danh gid cdc logi tac dung phu

- Nhém AzA

Bang 4.2: So sénh tac dung phu ciia AzA

Téc gi Ngia | Do da %Eirr:‘ Kho da Tvgoyc Béng
0, 0, 0, At (O,
(%) (%) (%) (%) ) |t (%)
Verallo-R 1 VM va 7
er_a_ o_ owe va cs [75] 4 22 4
(Philippines, 1989)
Balina LM va cs [130] Khong | Khong Khong | Khong
(Nam My, 1991) dang ké | dang ké dang ké | dang ké
Graupe K va cs [81] Khong | Khong | Khong | Khong | Khong | Khong
(Philippines, 1996) dang ké | dang ké | dang ké | dang ké | dang ké | dang ké
Sarkar va cs [79
arkar va cs [79] 133 | 133 133
(An B9, 2002)
i thorn A va cs [2
Slvap_/a orn \ ya c_s [25] - b* 44 -
(Théi Lan, Philippines, 2011)
F va 77
Susan F va cs [77] 73 73 357
(Iran, 2011)
Lé Thai Van Thanh va cs
. 31,6 29, 17, 17, , 7,0
(Viét Nam, 2013) 8 > > 88

* Nghién ctru cua Sivayathorn A va cs [25] tai Thai Lan va Philippines trén 340

bénh nhan ram ma thugng bi va hdn hop cho thay tic dung phu nhe bao gom

ngtra, do da, bong rat gap trong 61/147 (at+b+c) truong hop.

Bang 3.17 va bang 4.2 cho thay céac tac dung phu thudng gip ctia AzA:

- Ngtra chiém ti 18 31,6%, cao hon so voi két qua cta cac nghién ctru khéac

- Do da véi ti 16 29,8%, ciing cao hon so voi két qua cia cac nghién ctru khéac
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- Cham chich chiém ti 1& 17,5%, thap hon so v&i ti 1¢ cham chich trong nghién
ctru cuia Susan F [77] va Verallo-Rowell VM [75], nhung cao hon ciia Graupe K
[81] va Sivayathorn [25]

- Kho da trong nghién ctru chiém ti 1& 17,5%, cao hon so véi két qua ciia Graupe
K va cs [81]. Tac dung phu nay it dugc ghi nhan trong cac nghién ctru khac

- Troc vay chiém ti 1€ 8,8%, cao hon so v&i két qua cua cac nghién ciru khac

- C6 4 trudng hop bi bong rat (7%), thap hon so véi két qua cua Sarkar va cs [79]
nhung cao hon cua céc tac gia khac

Su khac nhau vé ti 18 tac dung phu c6 thé 1a do ché pham chira AzA20%
hoac dbi twong nghién ctiru hay ché do cham séc da khac nhau.

- Nhom Uve

Bang 3.17 cho thay ti 1¢ tac dung phu cao nhét 1a ngra (10%) va do da
(10%), céc tac dung phu khac khong dang ké. Chua co nghién ciru nao trén thé
gidi ghi nhan vé ti 1& cac dung phu cia kem chdng nang.

Két qua nghién ctru chimg minh rang kem chéng ning phd rong nay co
hiéu qua ngin ngira ram ma va dugc dung nap t6t & phu nit mang thai. Do do,
viéc sir dung kem chdng nang boi hiéu qua va ding cach trén phu nir mang thai
s€ giup ngan ngtra va tham chi cai thién tinh trang da bi ram mot cach an toan.

- Nhém KT

Khéng c6 tac dung phu nao dugc ghi nhan trong nhém mang KT. Tép
quan mang khau trang dé chong ning hau nhu rat hiém gip & cac nudc trén thé
gidi. Viéc mang KT trong cudc sdng hang ngay chi cé thé gip trong cac cong
dong co lién quan dén van dé ton gido (chang han nhu hoi gido) hodc van dé khi
hau (qua lanh). Tuy nhién chua c6 nghién ciru ndo, trong nuée ciing nhu trén thé

gidi, ghi nhan vé kha nang chong ning ciing nhu tic dung phu ciia mang KT.
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KET LUAN

Qua nghién ctu dic diém 1am sang, yéu to lién quan trén 622 phu nir
mang thai bi rdm ma, nghién ciru thay doi noi tiét té eostrogen, progesterone trén
80 thai phu r&m ma so sanh vai 85 thai phu khdng bi ram mé va céc bién phap
can thiép trén 3 nhdm (boi kem tiy nam AzA, bbi kem chdng nang va deo khau
trang) tr 02/2011- 03/2013, tai Bénh vién Pai Hoc Y Duoc, co sd 4, ching toi
dua ra cac két luan sau:

1. Pic diém lam sang, c4c yéu té lién quan

- Hon nira s thai phu bi ram trong 3 thang dau, trong d6 hau hét 99,8%
thé canh buém; 76,7% ram ma hdn hop; 90,2% c6 sam da quang vd; 59,6% c6
sam da duong gitra bung; 39,5% tan nhang

- R&m ma thuong gap ¢ thai phu > 30 tudi, mang thai 3 thang cudi, da
ting sinh con; 32,8% c6 tién sir rAm mé khi mang thai; 27,3% d4 ting ding
thudc tranh thai. 37,9% c6 tién sir gia dinh rAm mé&; 39,5% tiép xtc anh nang > 1
gid/ ngay; hau hét khong mang KT hoic khong ding cach; 77,3% khong c6 thoi
quen thoa kem chéng nang

- C4c yéu t6 anh hudong dén do nang caa bénh 1a “tir 30 tudi tre 18n”, “tiép
xic ANMT vao gio cao diém mdi ngay hon 1 gio” va “khong hién dién tan
nhang”. CAc yéu to khac c6 thé anh huong 1a “mang thai 3 thang cubi”, “da sinh
nhiéu 1an”, “c6 tién st rdm ma lan mang thai trudc”, “c6 sam da duong gitra
bung” va “c6 sam da quanh rén”

2. Thay ddi nong d9 ndi tiét to estradiol, progesterone va mdi lién quan véi
ram ma & phu nir mang thai

- Nong do estradiol va progesterone ting cao trong thai ky nhung khong khéac
biét giira thai phy c6 va khong bi ram ma. Ngoai ra, viéc ting cao néng do cac
noi tiét to nay khdng anh huong dén do ning cia rAm ma xut hién trong thoi

gian mang thai
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- Thai phy bi rAm ma c6 sam da duong giira bung hoic sam da quang vu thi kha
nang c6 nong do estradiol hodc progesterone ting cao hon gap 3-5 lan so vdi thai
phu bi rim mé khong c¢6 sam da dudng giira bung hoic sam da quang vi

3. Hiéu qua ciia mot s6 bién phap can thi¢p

- Nhom boi AzA: cai thién 1am sang ting dan, cai thién rd nhat 14 tir sau 3 thang
can thiép, tuy nhién sy khac biét chua c6 y nghia thong ké

- Nhém bdi Uve: cai thién 1am sang it thay doi, cai thién nhe luc trudc sanh, tuy
nhién sy khac biét khong ¢ ¥ nghia thong ké

- Nhém mang KT: khéng thay cai thién trén nhom mang KT. R4m ma nang dan
trong giai doan mang thai, khac biét c6 y nghia thong ké giira cac 1an theo ddi so
véi thoi diém bét dau can thiép

- So sanh hiéu qua gitra cac nhom: bdi AzA hoac Uve co tac dung vuot troi hon
S0 v&i nhom mang KT ¢ phu nlt mang thai, khong c6 sy khac biét gitra hai
phuong thire can thiép bang boi AzA va Uve

- Tac dung phu cua cac bién phéap can thiép: déu nhe, khong dang ké va mat di
sau 4-5 thang
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KIEN NGHI

Tur nghién ctru ndy, chdng toi xin kién nghi:

- Gi4o dyc nham nang cao hiéu biét ctia phy nit vé rAm m4, nguyén nhan
ram ma, cac bién phap ngan ngira va can thiép ram ma, dac biét trong dbi tuong
mang thai

- Kem chéng nang phd rong c6 hiéu qua ngin nglra rAm mé & phu nir
mang thai. Cac thay thudc san phu khoa, da liéu, noi khoa tong quat nén tu van
cho phu nit ding kem chéng ning pho rong va cham soc da thich hop nhu 1 mot
phan trong cham soc thai san, gilp phu nir mang thai giam nguy co phai d6i mat
véi diéu trj rém ma

- CO thé sir dung kem AzA20% d¢ diéu tri rAm ma ¢ phu nit mang thai

- Can ¢6 thém nhimng nghién ctru vé cac phuong phap diéu tri kha thi va thich

hop cho rdm mé ¢ phuy nit mang thai, Vé ti 1¢ ram ma & phu nif tai cong dong.
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DPONG GOP CUA DE TAI

- La nghién ctru dau tién va twong ddi 16n vé ram ma (bao gom cac dic diém 1am
sang, dinh lugng noi tiét t6 va mot s bién phap can thiép) trén phu nit mang thai
tai thanh phé HO Chi Minh

- Budc dau khao sat vé thay d6i nong do ndi tiét to estrogen va progesterone trén
phu nir mang thai c6 va khong ram mé dé gitip tim hiéu vé bénh sinh rdm ma4 trén
phu nt mang thai

- Budc dau tim hiéu mot sd bién phap can thiép, nham cai thién tinh trang ram

m4, nhung van ddm bao an toan cho phu nit mang thai.
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PHU LUC 2: BANG KHAO SAT THU THAP SO LIEU



BANG THU THAP SO LIEU

SO HS
TPHCM, ngay ...... thang ...... nam ......
Ho VatBNn: o e, TUBL: v,
Diachi: ... Pién thoai: ................
NGNE NHIGP: «oeve e
TUGH thai: «.eveeeeiiiiieee e

Thai sén: Chuasinh () S6 lan dd sinh [

CKKN: Péu [] Khéng déu [

Tién sir ding thudc tranh thai: C6 (] Khoéng [

Tién sir gia dinh ram méa: C6 0 Khong [

Tién sir rAm mé 1an mang thai trude: C6 [ Khoéng [

Tiép xtic ANMT tir 9 — 16 gio:

Khoéng [ 15— 30 phat [ 30 - 60 phat [ > 60 phut [

Thoi quen mang khau trang: C6 (] Khoéng [ Thinh thoang [
Mau sam [ Mau sang [J

Thoi quen bdi kem chéng nang: Co 1 Khong (] Thinh thoang [
Bo61 dung cach []  Boi khong dung cach [

Dung m§ pham: C6 [ Khoéng [ Thinh thoang [

Thoi diém khoi phat ram ma: Bat dau c6 thai [ Thai ky thang thtr .......

Thé 1am sang ram ma: Canh buém (] Trung ttm mat1  Ham dudi [

Loai rdm ma: Thugng bi [ Bi [ Hon hop [

Cac rbi loan sac to khac: Tang sic t6 toan thé [ Tan nhang [

Cac rbi loan sac to khac trong thai ky:

Sam da duong gitra bung [ quanh rén [ quang va [



BENN NOT HEE: .....ueiei e
Bénh man tinh: .. ... .

Mirc d§ tang sac to trude dieu tri:

Danh gia chu

Nhe (néu sang) [

quan cua bac si:

Vura (ndu) [

Nang (nau t6i) [

Rat nang (den) [

Chi s6 MASI:
Gia tri A D H
0 Khéng tén thuong Khdng co Tbi thiéu
1 >0-9% Nhe Nhe
2 10 — 29% Vira Vira
3 30 -49% Nang Nang
4 50 — 69% Rat ning Téi da
5 70 — 89%
6 90 — 100%
A (area) : phan tram bé mat tuong ddi cta thuong ton

D (darkness) : 46 t6i ctia throng ton

H (homogeneity) : 40 ddng nhét cia ting hac t6
F (forehead) > tran
MR (right malar region)  : vung ma phai

ML (left malar region) > vung ma tréi

C (chin) : cam

A AMR: o, AML: v, Ac .
Deivevenenn, DIV DuL: o, Dl
g [=H Hur: ooovinne o [V TR Heo oo,




® @

30%

Vung ma phai hoac ving ma trai, tuong tmg 30% dién tich, vung tran
trong tmg 30%, ving cam twong Gmg 10% dién tich toan mat (100%).
MASI = 0.3(De+Hp)A+0.3(DyrtHmr) Amr+0.3(Dv+Hu ) Apmc+0.1(De+He) Ac
MASI =0

Thiét bi do mau (colorimeter):

Lo R Do
Nong d estradiol: ............................cce.., (pg/ ml)
Nong do progesterone: .............................. (ng/ml)
Phac d6 diéu tri:

10 210 30

Sau khi da nghe gidi thich téi dong y tham gia nghién Ciru.

(thai phu ky én)



BANG THU THAP SO LIEU

SO HS
TPHCM, ngay ...... thang ...... nam ......
Ho vaten: .o e, TUOL: e
TUGT thA: .t
Lan danh gia: O (sau ..... thang)

Mikc dd ting sic to ciia thwong ton:
Danh gia chu quan cua bdc si:

Hét [ Cai thién déng ké [ Cai thién nhe [

Khong thay doi ] Nzng hon [J
Chi s6 MASI:

A AMR: o AML: v, Ac

(D2 DMR: vvvevnnnn DML: vevveevienn D JH

[ P [ [V TSR o [V TR Heo oo

MASI = 0.3(De+Hr)As+0.3(Duvr+Hur) Amr+0.3(Dai+Hi ) Amc+0.1(De+He) Ac
MASI = [

Thiét bi do mau (colorimeter):

Sw xuat hién ciia ton thwong méi: Khong (] ColJ

Téc dung phu ciia mdi phac d6: (0 — khdng; 1 — nhe; 2 — trung binh; 3 — ning)
Chii quan (theo bénh nhin):

Ngta [ Bong rat[]  Cham chich [J Khac [J

Khéch quan (theo bac si):

Hong ban [ Khé da [ bo dal] Troc vay [

Viém da tiép xuc di ing [ Viém da tiép xuc kich tng [ Mun nuéc [

Phéat ban mun trimg ca [ Khacl
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