_ NGHIEN C0U TAC DUNG CUA NICARDIPINE _
TRONG BIEU TR TIEN SAN GIAT NANG TAI BENH VIEN PHU SAN TRUNG UONG

TOM TAT

Muc tiéu nghién ctu: Panh gia hiéu qua ha huyét
ap cla nicardipine trong diéu tri tién san giat nang;
nhén xét vé céac tac dung phu cta thuéc.

Déi tugng nghién cuu: 32 thai phu dude chén doan
Ia tién sén giat ndng dugc diéu trj tir thang 9 /2011 dén
thang 3/2012 c6 huyét ap tam thu > 160mmHg hodac
huyét ép tam truong > 110mmHg.

Phuong phap nghién cuu: cac thai phu dugc diéu tri
nicardipine aguettant 10mg truyén tinh mach qua bom
tiém dién voi t6c d6 2mg/h trong 5 gid; theo dbi tac
dung ha huyét 4p va cac tac dung phu ctia thuéc trong
subt qua trinh diéu tri cho dén khi két thuc diéu tri 4 gio
hodc cho dén khi phai dinh chi thai nghén néu két thuc
diéu tri sém hon.

Két qué nghién cutu: nicardipine c¢6 ha huyét ap &
96% cac truong hop G cd huyét &p tam thu va huyét ap
tam truong. Huyét ap tam thu gidm 6,99% sau 30 phut;
gidm 16,20% sau 1 gid; giam 20,26% sau 3 gid; giam
21,70% sau 5 gid. Huyét ap tam truong giam 10,91%
sau 30 phat; giam 16,32% sau 1 gid; giam 20.24% sau
3 gio; giam 22,29% sau 5 gid. Khéng co trudng hop
nao xay ra huyét ap tut hay huyét ap ket. Sau khi dimg
thubc huyét ap tang trd lai sau 2 gid. Tac dung phu:
dau dau gap 6 18,8% s thai phu; va mé hoi hay rét
run gap & 18,8% s6 thai phu; mach nhanh & 15,6% s6
thai phu.

Tirkhoa: nicardipine, tién san giat

SUMMARY

Objective: To assess the effects and drug side
effects of treatting nicardipine in severe preeclampsia.

Methods: 32 women were diagnosed severe
preeclampsia with systolic blood pressure > 160mmHg
or diastolic blood pressure > 110mmHg from May
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9/2011 to March 3/2012, all of them were treated
intravenous nicardipine 10mg aguettant via syringe
power with speed 2mg/h for 5 hours, monitoring the
blood pressure lowering effects and side effects of
drugs during the until the end of the 4 hours or until the
pregnancy must be suspended if the treatment is
finished sooner.

Research results: nicardipine have lower blood
pressure in 96% of cases in both systolic and diastolic
blood pressure. Systolic blood pressure decreased
6.99% after 30 minutes; decreased 16.20% after 1
hour; decreased 20.26% after 3 hours; decreased
21.70% after 5 hours. Diastolic blood pressure
decreased 10.91% after 30 minutes; decreased
16.32% after 1 hour; 20:24% reduction after 3 hours;
decreased 22.29% after 5 hours. Blood pressure was
hypotensive or stuck in no cases. After stopping
nicardipine, blood pressure increased back after 2
hours. Side effects: headache occurs in 18.8% of
women; sweating or chills seen in 18.8% of women;
tachycardia in 15.6% of pregnant women.

Keywords: nicardipine, severe preeclampsia.

DAT VAN BE

Tién san giat 1a mét hoi chiing bénh ly véi biéu hién
lam sang gém ba triéu ching chinh Ia cao huyét ap,
phl, protein niéu. Bién chimg cla tién san giat rat
nang né nhu: san giat, rau bong non, réi loan déng
mau, suy gan, suy than, chay mau, pht phéi cap, thai
cham phat trién, suy thai, thai luu...

Diéu tri ha huyét &p trong tién san giat 1a mét phan
rat quan trong, déng vai trd tién quyét dé danh gia hiéu
qua diéu tri va kéo dai tudi thai. Cac nhém thuéc hay
dudc dung dé diéu tri gém: nhém alpha methyl dopa,
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nhém hydralazin, nhém chen giao cdm beta, nhém
chen kénh canxi.

Nicardipine 1a thu6c thuéc nhdm chen kénh canxi
da phéat minh t&r ndm 1981 va da dudc ap dung nhiéu
ndi trén thé gidi dé diéu tri cao huyét ap trong tién san
giat ké ca dudng tiém va dudng ubng. Tuy nhién chua
¢6 nhiéu nghién cu vé hiéu quéa cha Nicardipine dudc
ghi nhan tai Viét Nam. Muc tiéu cla nghién clu nay
nh&m: Danh gia hiéu qua ha huyét ap clia nicardipine
trong diéu tri tién san giat nang; nhan xét vé céc tac
dung phu clia thuéc.

bOI TUONG Va

NGHIEN CUU

- D6i tugng nghién clu: Gém 32 thai phu dugc
chén doén 13 tién san giat nang c6 huyét ap tam thu >
160mmHg hodc huyét ap tdm truong > 110mmHg,
khéng ¢6 chi dinh dinh chi thai nghén tiic thi, dudc diéu
tri tai khoa Hoi siic cdp cu va khoa San 1 Bénh vién
Phu sé&n Trung uong tir thang 9 /2011 dén thang
3/2012.

- Phuong phap nghién cu: th& nghiém 1am sang
khoéng d6i chiing, cac thai phu thuéc nhdom déi tugng
nghién c(u dudc diéu tri Nicardipine aguettant 10mg
truyén tinh mach qua bom tiém dién véi téc dd 2mg/h
trong khoang 5 gid; theo déi tac dung ha huyét &p va
céc tac dung phu cla thuéc trong suét qua trinh diéu tri
cho dén khi két thuc diéu tri 4 gid hodc cho dén khi
phéi dinh chi thai nghén néu két thac diéu tri sém hon.

KET QUA NGHIEN CcUU

1. Mt s6 dic diém clia nhém nghién ciru:

PHUONG PHAP

Pac diém (n=32) T
Tudi me (ndm): 33,145,13 (2545)
Tudi thai (tuén) 32,243,45(23-37)

Con so 14 (43,7%)
Conra 18 (55,3%)

Huyét ap tam thu trude diéu tri (mmHg)

167,3+7,59 (160-191)

Huyét ap tam truong trudc diéu tri

107,2+9,59 (100-146)

(mmHg)

Dung diéu tri khi dang dung thuéc 5(15,6%)

Dimng diéu tri khi theo déi sau dung thuéc 4 (12,5%)
Huyét &p tut, huyét ap ket (n) 0 (0%)
Thai suy 0(0%)

Dé duong &m dao 2 (6,4%)
Mo dé 30 (93,6%)
Can nang so sinh (g) 1547+600 (300-2400)

- V& dac diém tudi thai: chl y&u nicardipine ap
dung diéu tri cho nhiing thai phu c6 tudi thai xung
quanh 32 tuan, & tudi thai nay viéc kéo dai tudi thai
déng vai trd vo cling quan trong dé corticoid phat huy
tac dung 1am trudng thanh phdi thai nhi.

- Dung diéu tri trong khi dang dung thudc: ¢6 05
trudng hop trong d6 c6 03 trudng hdp héi ching
HELLP, 01 trudng hop huyét ap khong gidm sau 2h

- Dung diéu tri khi theo d&i sau dung thuéc: c6 04
trudng hop trong d6 c6 03 trudng hop huyét ap tang trd
lai sau 3h va 01 truong hop khoéng rd Iy do.

- Can nang so sinh & phd hop véi tudi thai trung
binh clia nhém nghién ctu. Ty 1& m& dé& cao trong
nghién cu nay la vi déi tugng nghién ctu déu la
nhiing trudng hop tién san giat nang, c6 02 trudng hop
dé dudng &m dao déu la nhing trudng hop dinh chi
thai nghén & tudi thai qua nhé (23 va 27 tuan).

2. Tac dung ha huyét ap cuta Nicardipine:

2.1. B6i vdi huyét dp tam thu (HATT)

Bang 1: Ty 1& ha HA tm thu sau dung thuéc

.gian (n) HATT Ty 1& gidam HA so
HA (mmHg) vGi troc BT
Trudc diéu tri (32) 167,3+7,59 0%

Sau 30p (32) 155, 6 47,14 6,99%

Sau 1h (32) 140, 248,11 16,20%

Sau 2h (28) 137,4+8,34 17,87%

Sau 3h (27) 133,4+8,89 20,26%

Sau 4h (27) 133,3+7,65 20,32%

Sau 5h (27) 131,047,42 21,70%

- Trong vong 1h dau ty 1& ha huyét ap c6 y nghia
théng ké vdi (p < 0,01) khi so sanh véi thdi diém do
trusc d6. K& tir sau khi bat dau diéu tri 1 gid cho dén
khi két thic diéu tri, huyét ap sau méi gid khéng co su
khac biét (p > 0,05). Huyét ap dugc duy tri tuong déi 6n
dinh trong khoang thdi gian nay.

- V& t6c d6 giam huyét ap: Sau 30 phut dung thudc
ty 16 ha huyét ap dat duoc 6,99% so Vvdi trudc diéu tri;
sau 1 gid 16,20%; sau 3 gid 20,26%; sau 5 gio
21,70%.

2.2. BGi vdi huyét dp tam truong (HATTr)

Bang 2: Ty 1é ha HA tam truong sau dlng thuéc

Thai gian (n) HATTr Ty lé giam HA
HATTr (mmHg) 50 Vi truée BT
Trudc diéu tri (32) 107,24 9,59 0%

Sau 30p (32) 95,5+ 5,03 10,91%
Sau 1h(32) 89,7+ 4,16 16,32%
Sau 2h (28) 86,9+ 545 18,94%
Sau 3h(27) 85,5+ 540 20.24%
Sau 4h (27) 84,2+ 4,63 21.46%
Sau 5h (27) 83,3+4,34 22,29%

- Tuong tu nhu huyét ap tam thu ty 1& ha huyét ap
tam truong c6 y nghia théng ké véi p<0,01 trong vong
1h d4u. K& tir sau khi bat dau diéu tri 1 gio trd di huyét
&p sau mbi gid khong c6 su khac biét (p>0,05). So sanh
véi cac nghién cliu khac thi tdc do gidm huyét ap cla
chuing t6i cling cham hon, cé |é ciing vi ly do nhu trén.

- Huyét &p tut, huyét ap ket khéng xay ra trén bénh
nhan nao.

3. Tac dung duy tri huyét ap sau diéu tri:

3.1. B6i vdi huyét dp tam thu.

Bang 3: Dién bién huyét ap tam thu sau khi nging
thudc

diéu tri (3,1%), 01 trudng hgp dau thuong vi. Dy déu Tha gigg T M | sz th | Sau2n | Saush | Saudh
la nhiing trudng hop nang can dinh chi thai nghén HATT thug’c (87) (27) (27) (24) (23)
ngay. HATT 1310 | 1359 | 139,1 | 141,0 | 1408
(mmHg) +742 | +556 | +525 | +651 | +520
TyletangHA | 0% | 3,74% | 6,18% | 7,63% | 7.48%
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50 véi khi dimg
nicardipine
Ty 1& tang huyét ap tam thu trd lai chi thuc su co y
nghia théng ké& sau khi ngiing thudc it nhat 2 gid
(p<0.05)
3.2. Béi vdi huyét dp tam truong
Bang 4: Dién bién huyét ap tam truong sau khi

ngling thuéc
Tha 9'(?3 T?g;:gm Sauth | Sau2h | Sau3h | Sau4n
HA thusc2r) | @0 | @) | @) | (29
RATTT 833 | 869 | 874 | 887 | 884
(mmHg) | +434 | +457 | +406 | +450 | +398
Ty 1é tang HA
sovdikhiding| 0% | 432% | 492% | 648% | 612%
nicardipine

- Tuong tu nhu huyét ap tam thu, ty 1& tang huyét
ap tam truong chi thuc su ¢b y nghia théng ké sau khi
ngling thudc it nhat 2 gia (p < 0.05).

- C6 03 trudng hgp huyét ap tang trd lai qua cao so
v6i thoi diém ding thusc (11,1%) va da phai dinh chi
thai nghén, tuy nhién chi s6 nay khéng cé y nghia
thdng ké vi s6 ca tang huyét ap trd lai qua it.

- C6 01 trudng hop thai 37 tuan dudc chi dinh mé
18y thai sau khi ngiing thuéc dugc 3 gid ma huyét ap
khéng ting ciing nhu khéng cé su bién ddi sinh hoa
dang ké.

4. Cac tac dung phu cta thudc:

Bang 5: Cac tac dung phu

Triéu chiing S6 trudng hop Ty &

Pau dau 18,8%

V& mo hoi, rét run 6 18,8%

Mach nhanh(>90 Ian/phut) 5 15,6%
Tut huyét ap, huyét ap ket 0 0%
Suy thai 0 0%

Biéu hién dau dau g&p & 18,8% s6 bénh nhan; c6
18,8% bénh nhan bi va mé héi hay rét run, cac trudng
hop nay thudng c6 kém theo mach nhanh va ha huyét
&p manh sau khi duing thuéc.

BAN LUAN

1. Ty Ié ha huyét &p déi v6i bénh nhan tién san giat
nang khi dung Nicardipine trong nghién ctu nay clia
chung t6i dat 96,9%. Day ciing la két qua kha phu hop
vGi nghién clu cla Carbone B:100%[6]; Elatrous S:
100% [7]; Nij Bijvank: 91%[8].

Trong mét nghién clu khac, nam 1999 Aya va
cong sv [6], nghién cdu trén 20 bénh nhan tién san giat
nang: Dung nicardipine ha huyét ap liéu 1
microgram/kg méi phut cho dén khi huyét &p trung binh
ha dugc 15% thi gidm liéu xuéng 1/3. Két qua: tat ca
bénh nhan déu ha HA trung binh tir 15 € 30% trong
vong 20 phdt.

Seki H va coéng su [9] nghién clu tai Nhat ban
nam 2002 trén 50 bénh nhan tién san giat nang duoc
diéu tri bang Nicardipine, thai gian diéu tri dudc chia
thanh 3 nhém: dudi 7 ngay (20 bénh nhéan), 7-28
ngay (20 bénh nhéan) va trén 28 ngay (10bénh nhan).
Két qua: Ha huyét ap tam thu va tdm truong & tat ca
cac truong hagp.

Nhu vay hiéu qué cao trong chi dinh diéu tri ha
huyét ap cla Nicardipine la rét rd rang va dugc khdng
dinh & nhiéu nghién ciu.

2. P& gidm huyét ap tam thu dudc 20% doi véi
bénh nhan tién san giat nang, s dung Nicardipine
truyén tinh mach véi t6c d6 2mg/h, két qua nghién ciu
& bang 1 cho thy thdi gian can khoang 3 gid.

So sanh véi nghién ciu cla Elatrous S[7] maét
khoéng 12 phdt hay nghién ciu ctia Nij Bijvank [8] mat
khoang 23 phut thi t6c do giam huyét ap trong nghién
cu clia ching t6i chdm haon, c6 18 1a do liéu diéu tri
khac nhau. Vi day la nghién ctiu dau tién, dé dam bao
an toan, ching téi da si dung liéu thdp nhéat theo
khuyén céo clia nha san xuat. So sanh véi cac thudc
khac nhu Nifedipine, Nicardipine c6 tac dung chon loc
d6i véi mach vanh hon mach ngoai bién va it lam giam
Iuc co ca tim hon so véi Nifedipine.

3. So sanh t6c do giam huyét ap tam thu va huyét
&p tam truong ching t6i thdy ké tir thoi diém bt dau
diéu tri cho dén 1 gid trd di téc d6 gidm clia cé huyét
ap tam thu va tadm truong la tuong tu nhu nhau. Tuy
nhién trong vong 30 phat dau tién téc do gidm cla
huyét ap tam truong nhanh hon huyét ap tam thu véi p
< 0,05, diéu nay ducc ly giai la do nicardipine c6 tac
dung lam gian mach ngoai vi dan dén giam toan bd
sc can ngoai bién. Khi tiém finh mach hodc udng
Nicardipine, huyét ap tam thu va tdm truong gidm,
déng thdi cung luong tim ting do gidm hau ganh va
tang tan s tim, tang phan sé tng mau. Nicardipine
cling lam gidm loan nang tam truong cla thét tréi.
Nicardipine la thuéc chen kénh calci véi co ché tac
dung va cach ding tuong tu cac dan chat
dihydropyridin khac (vi du nifedipine, amlodipine...).
Céc ddi khang canci ngan chan su xam nhap ctia ion
canci vao t€ bao trong pha kh{r cuc cla dién thé hoat
déng, hau qua 1a lam gidm ludng ion calci san sang
dap Ung cho kich thich co co. Co tron thanh dong
mach nhay cdm nhét véi su (ic ché dé.

4. Trong nghién cGu nay, chang t6i ghi nhan cb
18,8% bénh nhan cé tac dung phu la dau dau, tuy
nhién rat kho dé phan biét 14 dau dau do tac dung phu
cla thuéc hay l1a do bénh ly vi day déu la cac bénh
nhan tién san giat nang. Triéu chiing vd md héi ciing
gap 6 18,8% cac bénh nhan. Nghién ciu cla Aya [6]
ciling chi ghi nhan tac dung phu cla Nicardipine rét it,
chi ¢6 2 trudng hop nhip tim nhanh, khéng cé trudng
hgp nao suy thai.

Nghién cGu clia chidng t6i cling khong ghi nhan
trusing hop nao cé tac dung phu la con dau that nguc.
Theo khuyén co phan (ing ¢6 hai thudng g&p nhat va
thuoing dan t6i phai ngiing thuéc 1a tac dung trén tim
mach va than kinh lién quan dén tac dung gi&n mach
cla thudc. Pau that nguc nghich ly c6 thé xay ra khi
b4t dau diéu tri va 8 mét s6 it ngudi bénh, huyét ap
giam manh da dan dén thi€u mau cuc bd & ndo hoac
co tim hodc mu nhét thdi. Nicardipine it gay tac dung
phu hon nifedipine, vi du nhu hoa mat, chéng mat
nhung ¢6 hiéu qua tuong dudng chéng dau that nguc.

Ngoai mét sé it cac tac dung phu dugc ghi nhan
trén, nghién cu cla chung t6i khéng gap trudng hop
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nao c6 tac dung phu nghiém trong. Nghién cliu cla
Seki H va cdng su ciing cho thdy khéng ¢6 trudng hap
bat thudng vé thai dugdc ghi nhan, khdng cé trudng hop
nao xay ra tang huyét ap trdm trong trong thdi gian
dung thuéc [9].

KET LUAN

1. S{f dung Nicardipine dé ha huyét ap trén bénh
nhan tién san giat nang cé hiéu qua & 96% cac trudng
hop, tac dung ha huyét ap nhanh trong vong 1 gid sau
khi bat dau dung thudc va duy tri 8n dinh trong suét
thai gian dung thudc ti€p theo.

2. S dung Nicardipine an toan, mét s6 tac dung
phu khéng trdm trong bao gém dau d4u, mach nhanh,
va mo hai, rét run. .
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