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TOM TAT

Muc tiéu: Magnesium sulfate c6 thé phong ngira san giat bang cach giam su co mach va au ndo cuc
bd. Nimodipine 1a mot thudc chen kénh canxi c6 tac dung lam giin mach mau nio. ién clru cua
chung t6i 1a xac dinh Nimodipie c¢6 hi€u qua hon Magnesium sulfate hay kho ong ngua co

giat & san phu bi TSG nang.

Phirong phép nghién ciru: Chiing toi tién hanh thir nghiém 1am sang c6
voi 1650 san phu TSG nang dugc chon ngau nhién, dung Ni
Magnesium sulfate tiém mach, dugc theo doi dén 24h sau san
Hydralazine tiém mach khi can.

huyét 4p duoc kiém soat bang

itta 2 nhom. San phu dung Nimodipine dé
voi 7/831 -0.8%, P=0.01). Ti 1€ nguy co
vo1 magnesium sulfate 1a 3.2 (95% CV, 1.1 -

Két qua: Piac diém chung vé nhan tric hoc va lam sang tu
bi san giat hon san phy dung magnesium sulfate (21/81
hiéu chinh cua san giat lién quan dén Nimodipine so
9.1). Ti & SG trudc sanh khong c6 su khéc bief
ti 1€ SG hau san sao hon (9/819 — 1.1% so v&
trang so sinh gitta 2 nhom. San phu tron
nimodipine dé kiém soat huyét ap (54.3%

.01). Khéng c6 su khac biét co y nghia vé tinh
esium sulfate can hydralazine nhi€u hon nhém

Két ludn: Magnesium sulfate hiéu imodipine trong vi¢c phong ngtra san giat & nhiing san phu

TSG.

i€n van chiém ti 1¢ tr vong 16n do san giat va tién san giat gdy ra. TSG
iéu nguoi tin rang san giat do sy co mach va thiéu mau ndo cuc bo. Nhin
ToC chap nhan la thuoc lya chon cho san glat Viée dung Magnesmm sulfate

Nhoi méau nao va xuat
gay ra su co that mac

au ndo gay ra  do su co mach Chung t6i dua ra gia thiét rang néu san giat gdy ra do thiéu
ic bo, Vay nlmodlplne -1 thuoc chen kenh canx1 — tac dung glan mach nao se la thuoc thay the ly

Vi the, chiing t61 da so sanh hi¢u qua cua nimodipine vO1 magnesium sulfate trong Viéc phong ngtra san giét
O san phu bi tién san giat.



PHUONG PHAP NGHIEN CUU

Chung t6i tién hanh thir nghiém 1am sang ngﬁu nhién, khéng mu c¢6 dbi chimg tir nim 1995 — 2000. Ching
t61 chon nhimng san phu TSG nang tai 14 noi ¢ 8 nude khac nhau (xem phan phu luc kém theo). Ban s liu
do mdi noi thu thap. Tat ca bénh nhan viét don dong ¥ tham gia nghién ciru. Bénh nhan TSG ning dong y
tham gia nghién ctru chua dung magnesium sulfate va chua bi san giat. Tiéu chuan chan doj
chi tiét trong Phu luc bo sung, hodc trén website http://www.nejm.org. TSG nang dugc dinh
>=140/90 mmHg kém dam niéu (dipstick >=1+) va nhiing triéu ching khac nhu: nhic dau, ¢
thi gidc, dau thugng vi, hoac dau V4 trén bén (P), thiéu niéu (luong nude tiéu <500ml/2
men gan (AST hoac ALT >40 U/l), tang creatinine (>=1.5mg/dl twong duong 133 p
tiéu cau, thai cham tang truong trong TC, thiéu 6i. HA >=160/110 mmHg + dam 1€ ng co tri¢u
chimg khac ciing dugce xép vao loai TSG ning. Bénh nhan duoc chon ngﬁu n i i
moi cum, dung thuoc c6 vO can quang kin chira Nimodipine (60mg ubng Mo
(6g duy tri sau lidu tin cong 2g moi gio hodc 4g duy tri sau lidu tin cong
truée va 24h sau sanh. Nong do magnesium sulfate trong mau khong du
theo ddi ty dong hay do bang tay. Pam niéu duoc do bang phuong p
6 thé do dam niéu 24h.

odc magnesium sulfate
v). Diéu tri lién tuc 24h
HA dugc do bang may

ué (san giat) 13 nhi bién, khach quan, khong
woc diéu tri theo phac d6 thuong dung ciia
duoc kiém soat bang hydralazine tiém
OmmHg hodac HA >=160/110mmHg kéo dai

Nghién ctru khong phai 1a thir nghiém mu vi 1y do kinh té.
phu thudc vao ngudi quan sat va sai so6t do do luong. Bénh n
moi bénh vién, khong co6 su can thiép ctia nhom nghi
mach khi HA tdm thu >=160mmHg, va HA ta
hon 20ph sau diéu tri.

San giat - dugc dinh nghia la con co giat ta & bat ky thoi diém nao tir khi bat dau dung thude
nghién ctru dén 24h sau sanh. Nhirng tri¢wc ¢ bao gdom: kiém soat HA, bién ching va tac dung phu
ctia thudc, bién chimg cta viée chuyén‘da va sanh, tinh trang strc khoe thai nhi. Bang huyét sau sanh duoc
dinh nghia 1a lugng mau mat trong anh >500ml khi sanh nga 4m dao va >1000ml khi mé 14y thai.

co giat s€ dugc diéu tri voi magnesium sulfate. San phu c6 con co giat khi
uoc tiep tuc dicu tri bang thuodc nay.

San phu dung nimodipine co
dang dung magnesium sul

s€ nghién ctru 1000 bénh nhan mdi nhom, tién hanh phan tich mdi 6 thang
chinh bién sé bang phuong phap Lan-DeMets. Nghién ctru két thic som vao
thang 8/2000 k 0 thay ti 1¢ san giat cao & nhém dung nimodipine

Chung t6i 1én ké ho

Tét ca k€ dugc thuc hién bang phan mém SAS (version 8). Test W’ilk—Shapirp dugc dl‘mg~dé
kiém tr hoi chuén. Hai nhém duoc so sanh bang cach phén tich bién so, phep kiém t-test 2 mau,

k-sum, test Flsher S exact test ch1 bmh phu’O’l’lg, hoi qu1 hglstlc Nhung dO’n blen dung Xac

0, cung voi nhitng bién chon khac dugc xem 1a c6 gia tri.

Gay té-mé duogc xép thanh loai khu trd, ving (ngoai mang cting, tity séng) va toan than. Loai giam dau dugc
ngoai trur ra trong phan tich va chi dugc dung khi bénh nhan c6 san giat hau san (tat cd bénh nhan nay thudc



nhom dung nimodipine). Anh hudng ciia giam dau trude sanh khong duge phén tich do s khong chéc chin
ve thoi diém chi dinh (trudc hoac sau con co giat).

Ti s6 chénh (OR) tinh tir hoi qui logistic dwoc xem xét 1a cung cp su ude tinh hop 1y cho ti s6 nguy co
(RR). Bang so sanh c6 chtrta 1 6 tan so 0, nhan t6 udc tinh logit cho RR khong dugc két hop voi do chinh
xac 0.5 moi 6 va do tin cay khong dat duoc. tat ca test cd y nghia déu la test 2 duoi, voi ngudn .05.

Hang Bayer cung cip nimodipine. Nha tai tro ndy khong lién quan dén thiét ké nghién ciru, gi iéu
hay viét béo cdo nay.

KET QUA

5 bénh nhan duge chon va
an (94,3%): 819/1650
ugc chon khong dung
oc chi dinh hoac do nhiing
dir liéu cua nhitng bénh nhan da

Chung t6i chon 1750 bénh nhan tir 7/1995 — 11/2000. Phan phu luc s& chogfié
s6 nguoi dung thudc nghién ciru mdi noi. S6 lidu ciia 1650 trong s6 17
bénh nhan dung nimodipine, 831 nguoi dung magnesium sulfate. 99
thudc nao, trong hau hét truong hop nay do bénh nhan sanh trudc
tranh cdi vé logic di ngan can viéc bénh nhan dung thudc. Do d¢

m (Bang 1); chi c6 1 ngoai I¢ 1a HA tam
0 su khac biét c6 y nghia gitta 2 nhom veé

biac diém nhan trac hoc va lam sang ndi chung tuong
thu nhém magnesium sulfate hoi cao hon (P=
nhitng bién so labo: Hct, ti€u cau, men gan, aci

Bang 1. 50 nghién ciru

Tudi
S6 1an mang thai 0.71

Trung vi 1 1

Gia tri phan tan 1/4
Chung toc 0.64

Hispanic 18 20

Da den 43 41

Chéau A 4 3

Da tring 11 13

DPa chung tdc 24 23
Tudi thai — tuan 36+4 36+4 0.93
HA tdm thu — mmHg 167+20 169+21 0.04
HA tam truong — mmHg 111£15 111+14 0.61
HA dong mach trung binh 127+16 127+16 0.67
Nhip tim — lan/ph 86+12 87+13 0.27
Pam niéu — + 3+1 3+1 0.54
Can nang — 1b 146+49 146+47 0.87
Tiéu dudng thai ky — % 22 (2.7) 17 (2.0) 0.42
TSG ¢ thai ky trudéc — % 86 (10.5) 102 (12.3) 0.28
Bénh than man tinh — % 6 (0.7) 6 (0.7) 1.00



CHA man tinh — % 48 (5.9) 46 (5.5) 1.00

Nhire diu — % 429 (52.4) 419 (50.4) 0.43
Phu mat — % 245 (29.9) 252 (30.3) 0.87
RL thi gidc — % 27 (3.3) 24 (2.9) 0.67
Pau thuong vi 165 (20.1) 195 (23.5) 0.11
OAP — % 15 (1.8) 10 (1.2) 0.32
Thiéu niéu — % 47 (5.7) 55 (6.6) 0.47
HC HELLP — % 65 (7.9) 52 (6.3) 021 ’
Giam tiéu cau nang — % 10 (1.2) 4(0.5) 0.11
A &
Bénh nhan nhém nimodipine dé bi san giat hon nhom magnesium sulfate mot cach cg .6% so voi

0.8%, P=0.001) (Bdng 2); nguy co twong dbi thd ctia san giat tuong quan voi yiée du
khi so sanh v6i viéc dung magnesium sulfate, (95% CI, 1.3 -7.1). 12 trong 1 bénh mhan trong nhom
nimodipine bi san giat trong giai doan trudc sanh; 9 bénh nhan bi san gia iai doan hau san. Tat ca 7
san phu bi san giat khi dung magnesium sulfate déu trong giai doan trud: ¢ du nhom nimodipine
c6 ti 1¢ san giat trudc sanh cao hon nhom magnesium sulfate (1.5% so ung khong c6 sy khac
biét c6 y nghia (P=0.26). Tuy nhién, trong giai doan hdu san bénh n odipine c0 ti I¢ bi san giat
cao hon nhém bénh nhan dung magnesium sulfate mot cach cé y 819 so vai 0/821; 1.1% so voi
0%; P=0.01). Ba bénh nhan trong nhém nimodipine da bi san giat lai duoc diéu trj béng magnesium
sulfate.

Bang 2. Bién chim

San giat P 7(0.8) 0.01
Nhirc ddu 47(5.7) 45(5.4) 0.83
Cén dung hydralazine D 374(45.7) 451(54.3) <0.001
THA kém ngat 5(0.6) 7(0.8) 0.77
THA, khong ngat 15(1.8) 10(1.2) 0.32
Do mit 13(1.6) 59(7.1) <0.001
Nén 6i 19(2.3) 23(2.8) 0.64
Budn non 30(3.7) 35(4.2) 0.61
Thiéu niéu 47(5.7) 55(6.6) 0.48
Song thi 7(0.9) 9(1.0) 0.80
Suy tim 0 2(0.2) 0.50
| Xuét huyét ndo 0 0 -
RL dong mau 5(0.6) 3(0.4) 0.50
Kho tho 3(0.4) 11(1.3) 0.06
Biang huyét sau sanh 8(1.0) 20(2.4) 0.03

Bénh nhan nhém magnesium sulfate can hydralazine dé ha HA nhiéu hon bénh nhan nhom nimodipine va
d& bi d6 mit hon sau dung thudc (Bdng 2). Bénh nhan nhom magnesium sulfate ciing c6 ti 1¢ bang huyét sau
sanh cao hon nhom nimodipine; va ciing c6 khuynh huéng bj kho thé nhiéu hon du su khac biét nay khong
c¢6 ¥ nghia (P=0.06). Nhitng két qua vé me va con khac khong c6 su khac biét giira 2 nhoém (Bdng 2 va 3).



Bang 3. Cach sanh va bién chirng cua so sinh

Sanh ngi AD - % 0.55
Binh thuong 292(35.7) 300 (36.1) a
Sanh giup 42(5.1) 33(4.0)
Khac 48(5.9) 41)4.9)
M6 lay thai 437 (53.4) 457(55.0)
Chi dinh MLT 0.11
Suy thai 32(7.3) 39(8.5
Bit xtmg dau chau 142(32.5) 126(27.6)
CHA nang 140(32.0) y | 8.1)
Khac 122(27.9) 08 )
Khong dac hi¢u 1(0.2) _
Ué6c luong mau méat — ml 5054306 5124335 0.38
Tudi thai lac sanh — tudn 36+4 A0 364 0.93
Dic diém thai nhi
Can ning 2509+818 2447+798 0.14
Apgar 1ph B 0.23
+Trung binh 8 8
+ Gia tri phan tan 1/4 3 3
Apgar 5ph 0.73
+ Trung binh 9 9
+ Gid tri phan tan 1/4 1 1
Apgar <7 ¢ phut thua 5 - % 59/729(8.1) 76/770(9.9) 0.24
Hoi ching nguy kich ho hap 43/767(5.6) 55/797(6.9) 0.30
Tho khong déu 2/767(0.3) 0/797 0.24
Bang 4 cho thy nhiing yé y co ¢6 y nghia vé mat théng ké duoc tim thay 1a ¢6 lién quan véi san
giat.

Bdng 4. Yéu t6 nguy co ciia san gidt.

i magnesium sulfate) 32 (1.1-9.1)
Can dung hydralazine (v61 khong dung) 2.8(1.0-7.7) 0.05
ém%SO mmHg lac nhép vién (v6i HA< 180 2.9 (1.0-8.3) 0.04

Tién can HA phai diéu tri (voi khong cé tién can) 43 (1.3-14.8) <0.02
Nairi mau <136 mmol/l (v6i > 136 mmol/l) 3.5(1.4-8.9) 0.01
Tudi me <18 (v6i > 18) 42 (1.4-13.0) 0.01



Khong ¢ su khac biét ¢6 ¥ nghia giita 2 nhoém vé cac loai gay té-mé bénh nhén sir dung (P=0.24). Chi bénh
nhan nhém nimodipine c6 nguy co san giat hau san la c6 tuong quan voi cac dang gy t€ — mé (P<0.01).
Khong bénh nhan nao trong s 250 nguoi khong ding biép phap giy té hodc gy té ving bi san giat, trong
khi d6 san giat xay ra 3 trong s6 392 bénh nhan gay té ving (0.8%) va 6 trong s6 86 bénh nhan gy mé
(7.0%)

Khong c6 su khac biét c6 ¥ nghia giita 2 nhém vé HA dong mach trung binh thu thap tru
trude sanh (£ SD, 124417 mmHg trong s6 12 bénh nhan nhém nimodipine va 1151 1mm
bénh nhan nhém magnesium sulfate, P=0.22). Ngoai ra, 19 bénh nhan bi san giat trudc
HA dong mach cao hon c6 y nghia lic nhaflp vién hon bénh nhan khong bi san giat tryé

mmHg, nhém nimodipine it phai dung hydralazine hon nhom magnesium sul
V01 66.7%, P=0.04). Bénh nhan nhom nimodipine can phai dung hydaralazifie

hydralazine, ti 1€ san gidt la 1.4% trong nhom nimodipine va 0.5%
(P=0.30). Bénh nhan can hydralazine c6 HA lic nhdp vién cao hon
hydralazine. Su ting nguy co san giat lién quan vdi nimidipine
hydralazine va HA tam thu lic nhap vién (Bdng 4).

magnesium sulfate
on bénh nhan khong can
au khi hiéu chinh cho viéc dung

% trong gio diéu tri dau sau nhap vién duy
g binh trong gi¢ dau di€u tri & nhom

HA ddng mach trung binh nhém nimodipine giam trung bin
tri sau 3h (8.3%). C6 4.2% bénh nhan giam HA d9
magnesium sulfate va 7.2% giam sau 3h ti€p. r

BAN LUAN

Nghién ctru nay chi ra rang magnesium
TSG nang. sy khac biét nay 1o rang trong thoi au san.

Du chung t61 so sénh magnesium su i nimodipine, nhung thir nghiém 1am sang MAGPIE gan day da
so sanh magnesium sulfate y@i gia duoc ¢ san phu TSG vua va cling ching minh hi€u qua cé loi cua
magnesium sulfate. Nghié 5 ¢6 ti 18 tir vong me thdp hon trong nhom diung magnesium sulfate du sy
khac biét khong c6 y n n nhirng phét hién co ban nay, hién khong cé nhimng nd lyc dang ké nao
dé thuc day viéc sir sium sulfate & nhiing nudc trudce kia da ting st dung. Mac du vay, khong
c6 nguyén nhan cu jat'cung nhu hoat dong cuia magnesium sulfate khi nguoi ta biét phong ngira con
san giat

hi€t 1a sy co mach ndo va thiéu mau nao la nhiing nguyén nhan cé thé cua san giat.
nhu:ng thuoc glan mach mau nao se co hleu qud lam gidm su co mach hon co giat

4o gan day vé su thay 601 huyét dong hoc ndo ¢ bénh nhan TSG co thé giai thich két qua cua
chiin 01, vi bao cdo nay két luan ring tang ap luc tham thdu mach mau ndo, hon 14 giam dong mau nio, 14
nguyén nhan chinh cua ton thuong. Tang ap luc tham thau & ndo dan dén ting ap luc ndo va ‘phu mach (va
hiém khi 1a gay doc t& bao ndo). Nimodipine dugc chimg minh 13 1am ting 4p lyc thdm thau ndo ¢ bénh
nhan TSG, trong khi d6 magnesium sulfate lai lam giam ching. Chung t61 phat hi¢n nimodipine kém hi¢u
qua hon magnesium sulfate trong viéc phong ngtra con co giat va co giat & nhiing bénh nhan khong bang



huyét co6 thé 1a do bénh néo ting ap luc hon 1a thiéu méau. Ti 1¢ co giat & nhom nimodipine cao hon co thé
duogc giai thich dia trén su giam co mach ma diéu nay lam ning thém sy ting tham thau. Két qua nay c6 thé
tang 1én trong thoi ky hau san khi ngudng cta tac nhan co mach do nhau thai phong thich giam xubng.
Chung t6i thay ti 18 san giat hau san cao hon & nhom nimodipine hon nhém magnesium sulfate.

Sy ting nguy co san gidt nay lién quan véi ting ap luc tham thau ndo va c6 thé két hop véi vié
gdy té-mé hodc thudc gidn mach manh, s& ngan can sy tu diéu hoa ndo hodc véi su ting thé tic
dich truyén. Chung t6i nhan ra rang san phu ding hydralazine dé kiém soat huyét ap c6 kha n
giat khi ho dung nimodipine hon la magnesium sulfate.

binh >126mmHg luc nhap vién, khong c6 thude nao hon Magnesmm sulfate
Du sy khac biét nay co thé do ndm nghi, thay ddi tu thé, giy té-mé, nhu'q
nghién ctru. Thyc té khong c6 bénh nhan nao trong nghién ctru tir vong, x
diéu nay cho thdy giam HA c6 lién quan véi diéu tri baing Magnesium sul

01 so hay suy gan than,
uoc xem la an toan.

Mic du, phan tich cta ching t6i két luan ring magnesium sulfa uan dén viéc ting nguy co bang
huyét sau sanh hau san va suy ho hap, nhung ching t6i khong tin Fang nhiing nguy co chinh cua liéu
phap nay. Giam HA udc luong trung binh twong duong gitta@ nhoém 1uC sanh va ching t6i khong thu thap
sO lidu vé viéc ¢o truyén mau hay khong. Kho thé ctia bénh dugc BS-NHS phong sanh danh gia mot
cach chu quan. Khong c6 bién chimg nao trong 2 bién oc bao céo 1a lién quan vé1 Magnesium
sulfate trong thir nghiém MAGPIE.

Chung t6i ciing nhan ra rang CHA min tinh (H
hydralazine, nong d6 natri mau thip va tudi
bi TSG ndng. Mac du HA co ban, HA
giat, sy twong quan gilta san giat voi n

180mmHg khi nhép vién), viéc can bd sung thém
 1a nhitng yéu t6 nguy co doc 1ap ¢ nhimg san phu
tré da duoc bao cdo nhu 1a yéu t6 nguy co cta san
1 mau thap chua duoc rd. Nhitng phat hién vé giy té-mé
vung va toan than cé moi tuong nguy co cao cao giat hon la khong hoac gay té-mé khu trd &
nhitng bénh nhan dung nimodipine. 6 thé do viéc giy té-mé c6 tac dung kich thich giy nghién 1én
ndo ma magnesium sulfate ng c6. Nhitng phat hién nay khong tim thiy trong nhiing gia thiét trudc, va
c6 thé 1a két qua cua yéu t4 ié

Nghién ctru cua chinghto ng minh magnesium sulfate hi¢u qua hon nimodipine trong ngtra san giat ¢
san phu bi TSG nan esium sulfate trd thanh thudc hang dau hiéu qua hon nhimg thudc thay thé
; ém ctia nimodipine — thudc giin mach mau ndo — da hd trg gia thiét san giat co
41 mau nao hon 1a sy gidam dong mau téi ndo.

nt from the Orphan Products Division of the Food and Drug Administration and by a

bers of the study group are listed in the Appendix.
PHU LUC

The members of the Nimodipine Study Group were as follows (the numbers in parentheses are the numbers
of patients who received at least one dose of study drug and the total numbers enrolled): John Anthony,



University of Cape Town, Cape Town, South Africa (806/882); Maria Nobrega de Oliveira, Maternidade
Escola J. Cicco, Natal, Brazil (282/303); Michael A. Belfort, Baylor College of Medicine, Houston
(158/159); Omur Taskin, Inonu University School of Medicine, Malatya, Turkey (79/79); Jack Moodley,
Nelson Mandela Medical School, Durban, South Africa (56/56); Jorge Carillo, Hospital Padre Hurtado,
Santiago, Chile (51/52); Mario Festin, University of the Philippines, Manila (53/53); Liliana Voto
Fundacion Miguel Marguiles, Buenos Aires, Argentina (39/39); David Adair, Louisiana Statg

Medical Center, Shreveport (34/34); Baha Sibai, University of Tennessee, Memphis (33/34
Frere Hospital, East London, South Africa (22/22); Jose Garrido Calderon, Esquina J.J:
Domingo, Dominican Republic (15/15); James W. Van Hook, University of Texas
Galveston (12/12); and Claudia Maria Vilas Freire, Maternidade Odete Valadares, B
(10/10).

nte, Brazil
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