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u, bao tén than kinh chifc ndng va diéu tri két
hgp hoda - xa tri sau mo gilp kép dai thdi gian
sOng sot.
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DANH GIA KET QUA PIEU TRI U NAO LOAI TE BAO
GAY ME CHO BENH NHAN PHAU THUAT CAT
U TOY THUONG THAN

Pham Quang Minh!, Luu Quang Thuy?, Vii Hoang Phwong?

TOM TAT.

U tuy thugng than (Pheochromocytoma) la loai u
gay tang tiét catecholamine dan t6i hau qua bénh
nhan terdng co tang huyét ap kich phat, hay gdp &
ngudi tré va dé lai nhiéu hau qua nghlem trong nhu
suy tim hay tai bién mach mau ndo. Gay mé dé phau
thuat cat u tuy thugng than 1a mot gdy mé kho, bac sy
gay me sé phai dm mat vdl nhleu nguy cd nghlem
trong xay ra trong va sau mé. Vi vay viéc chuan bi toi
uu trudc md, lua chon thudc mé hdp ly, ¢ chién lugc
st dung thuoc hoi surc phu hgp Ia rat _quan trong de
dam bao bénh nhan trai qua cuéc md an toan. Cac
phau thudt & cd quan khac néu khong phai cap cuu
nén dudc tién hanh sau khi ngudi bénh da phau thuat
cat u tuy thugng than.

Tu khoa: U tuy thugng than, gay mé hoi surc,
tang huyét ap

SUMMARY

ANESTHESIA FOR THE PATIENT UNDERGOING

EXCISION OF PHEOCHROMOCYTOMA

Pheochromocytoma is a type of tumor that causes
increased catecholamine secretion, leading to patient
often having paroxysmal hypertension. This diseases is
common in young people and leaving many serious
consequences such as heart failure or cerebrovascular
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accident. Anesthesia for excision of
pheochromocytome is one kind of difficult anesthesia,
the anesthesiologist will face with many risks that
happen both peri or postoperation. Therefore, optimal
preoperative preparation, reasonable selection of
anesthetics, and appropriate resuscitation strategies
are very important to ensure that the patient
undergoes a safe surgery. Non-emergency operations
of other organs should be performed after the patient
has adready had an pheochromocytoma excisioned.

Keyword: Pheochromocytoma, Anesthesia,
hypertension

I. DAT VAN PE

U tay thugng than hay con goi la u cla té bao
ua crom, t€ bao crom via la ngi san xudt, tich
trlr va cling la nai giai phdng catecholamin. U tay
thugng than dac trung bdi ti€t qua miuc
catecholamin gdy ra cudng giao cam biéu hién
ldm sang la tang huyét ap va r6i loan nhip tim
[1]. U tdy thugng thdn cé thé & thugng than
hodc ngoai thugng than, gay tiét epinephrin,
norepinephrin, hiém khi la dopamin. So vdi
nhitng khéi u khac cla tuyén thugng than thi u
tly thugng than dat ra nhitng thach thdc I6n
hon cho béc si gady mé. & ngudi 16n, 80% cac
trudng hgp u tuy thugng than xuat hién 1 bén
tuyén thugng than va thudng tuan theo quy luat
10%: 10% cac trudng hgp khong co6 tdng huyét
ap, 10% cac trudng hgp cd u ca 2 bén, 10%
khoi u ngoai thugng than, 10% bénh xuat hién &
tré em, 10% khGi u ac tinh hdéa, 10% bénh cd
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tinh chat gia dinh [2]. Qua bai nay chdng toi
muon lam rd mét s6 van dé vé sinh ly bénh cla
u tay thugng than qua d6 dua ra cac khuyén cao
cho cac bac sy gay mé cling nhu’ phau thuat vién
nham bao dam an toan t6i uu khi phau thudt cho
ngudi bénh u tdy thugng than.

Il. NOI DUNG

2.1 Triéu chirng lam sang. Cac dau hiéu
dau tién ggi y dén u tay thuong thén la: d& md
h6i nhiéu, nhirc dau, tang huyét ap, loan nhip
tim. Phan 16n céc trudng hop chan doédn dua vao
con tang huyét ap kich phat, tang huyét ap
khong dap Ung vdéi thuéc ha huyét ap thong
thudng. Con tang huyét ap kich phat thudng xay
ra dot ngbt, moi can kéo dai vai phut, déi khi kéo
dai hang gi¢ hodc 1au han. Trong con kich phat
bénh nhan thudng cé biéu hién dau dau dir doi,
danh tréng nguc, ra nhiéu mo hoi, mat tai, lo sg.
Con t&ng huyét ap kich phat cling c6 thé xay ra
khi ngudi bénh thay déi tu thé hodc ép bung, cli
gap ngudi, hit vao sau hay van lung [2].

Dau hiéu huyét dong rat thudng gap trén
bénh nhan u tdy thugng than nhung ciing phu
thuéc vao loai catecholaime dugc tiét ra. Néu
nhu norepinephrin dugc ti€t nhiéu hon thi tac
dong Ién receptor alpha sé troi hon, Iic nay bénh
nhan sé tang ca huyét ap tam thu, tam trucong
va cd nhip tim cham do phan xa. Néu epinephrin
dugc tiét nhiéu hon thi tac dong Ién receptor
beta s& nhiéu hon, bénh nhan sé& c6 biéu hién
nhip tim nhanh, tang huyét ap tam thu, ha huyét
ap tam truong.

Bénh cg tim la mot bién chiing cla u tay
thugng than. Nguyén nhan do nhiéu yéu t6 bao
gém: su tang nong dbé catecholamines & mang
cd tim lam dong Ca?* di vao qua murc, cac san
phdm cuia catecholamin gay ddc co tim, cac gdc
tw do gay doc cd tim, co that mach vanh gay
thiéu mau co tim. Siéu &m tim cd thé thdy hinh
anh cd tim gidn hodc phi dai, hodc tdc nghén
dudng tdng mau cua that trai. Dién tim cd thé
thdy ST chénh |én hodc xubng, T det hodc dao
ngudc, kéo dai QT, séng P cao hodc nhon, truc
léch trai, loan nhip tim. Néu nhu dugc phau
thuat sém trudc khi cd xa hda cd tim thi bénh co
tim ¢ thé phuc héi dugc.

Céc triéu chirng khac co thé gép la ha huyét
ap khi ding, hoi chirng Raynaud, r6i loan dung
nap glucose do catecholamin (fc ché ti€t insulin
va tdng tao glucose & gan (sé hét khi cat bd khdi u).

2.2 Chan doan. Bénh nhén tré cé con tang
huyét ap kich phat, xay ra dot ngot, tai di tai lai
nhiéu an. Trong con cd biéu hién dau dau dir
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do6i, va mo6 hoi, danh tréng nguc, dau bung dau
nguc [1,2].

Can lam sang:

* RGi loan dung nap glucose

» Catecholamin mau > 2000 pcg/ ml

» Catecholamin niéu > 250 ug/ 24 gig

Chan doéan xac dinh bdng chup CT, MRI xac
dinh khoi u tay thugng than.

2.3 Van deé lién quan dén gay mé. Bénh
nhan cd u tay thugng than can phau thuat sém
d€ tranh cac nguy co tai bién mach mau ndo do
tang huyét ap kich phat. Tat ca cac phau thuat
tai cd quan khac nén tri hoan sau khi da phau
thudt cdt bo u tdy thugng than.

2.3.1 Trudc md. T4t ca cac trudng hdp u
thy thugng than déu dugc diéu tri bang thudc
chen alpha giao cdm trudc khi phau thuat. Muc
dich: lam giam huyét ap, tdng thé tich ndi mach,
ngan ngufa cén tang huyét ap kich phat, 1ay lai
sy nhay cam cho receptor adrenergic va giam
maét chirc ndng cd tim. Nén bat dau diéu tri tir 7-
15 ngay trudc phau thuat. Cac loai thudc thudng
dugc ap dung:

e Thudéc Uc ché receptor alpha chon loc:
doxazosin, prazosin. Nhitng thuGc nay cé thdi
gian tac dung ngan, it gay gidn mach. Liéu
prazocin 1,5 - 2,5 mg/6h/lan/24 gic

e Thuéc Uc ché alpha khong chon loc:
phenoxybenzamin. Thudc nay cé thdi gian tac
dung kéo dai, dugc khuyén cdo ngirng trudc
phau thudt 24 - 48 gi dé tranh tinh trang mach
mau khong dap 'ng véi catecholamin ngoai sinh
sau khi 1d8y u. Liéu khai dau 10mg/12giG/ngay,
tang dan liéu 10-20 mg cho nhifng ngay ti€p
theo dén khi kiém soét t6t dugc huyét ap

Cac tiéu chuan can dat dudc trudc mo
(Theo Roizen — 1987)

1. Huyét ap khong qua 160/90 mmHg trong
24 — 48h trudc mé

2. Khong cd ha huyét ap tu thé ding

3. Khdng co thay d6i khoang ST-T trén dién
tam do

4. Khéng c6 nhiéu hon 1 ngoai tam thu that
trong 5 phut

*Cang dat dudc nhiéu tiéu chuén trén thi tién
lugng cang t6t

Sau khi dung Uc ché receptor alpha ma cé
nhip tim nhanh (> 120 [an/ph) hodc loan nhip thi
nén dung Gc ché beta. Thubc Uc ché beta chi
dugc dung khi thudc c ché alpha da cd tac
dung. Néu sl dung chen beta trudc thi sé dan
dén hau qua tang huyét ap ac tinh, suy tim sung
huyét vi nhitng bénh nhan u tdy thugng than
dang bi co mach rat nhiéu, néu cong thudc Uc
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ch& gidn mach (do Uc ché beta) thi lai cang co
mach. Co 1 ngoai 1& cd thé dung (c ché beta
trude la khi bénh nhan tiét epinephrin dan thuan
va c6 bénh mach vanh [3].

2.3.2 Trong md. Can chuan bi nhiing thiét
bi theo doi cd ban (nhiét do, SpO», dién tim...) va
nhirng thiét bi xam nhap: huyét ap dong mach
xam 1an (can lam trudc khdi mé), catheter dong
mach phdi néu bénh nhan cd bénh ly tim mach
tiém tang. Chudn bi dudng truyén I6n, dudng
truyén trung uong d€ c6 thé truyén dich sd
lugng I6n va thu6c van mach.

Nhifng giai doan trong phau thudt cd thé 1am
tang catecholamin: dat 6ng noi khi quan, rach
da, bdc 16 khéi u, kep mach mau. Nhitng giai
doan nay co thé khdl phat con tang huyet ap
kich phat. D& kiém soat huyét &p trong md ¢
thé lua chon céc thuéc sau [4]:

) N|tropru55|de la mot thudc kiém soat huye’t
ap trong mé dugdc uu tién vi thudc nay gay glan
mach truc ti€p, hiéu qua tot, thai glan tac dung ngan.

 Phentolamin ciing cé hiéu qua, tuy nhién cé
thé& gay ra nhip tim nhanh.

e Nitroglycerin c6 hiéu qua tuy nhién can
dung liéu cao va c6 thé gay nhip tim nhanh.

e Trong trudng hgp khéi u tiét epinephrin thi
labetarol dugc uu tién.

 Magie sulfat (fc ché giai phong catecholamin
tur tay thugng than va dau tén cling cac day than
kinh ngoai bién, giam dd nhay cam cla thu thé
alpha vdi catecholamin. Day la thubc gay gian
mach truc ti€p va dong thdi la thubc chéng loan
nhip tim.

Bdi I€ tat ca cac thudc diéu tri tdng huyét ap
déu khong dat dugc hiéu qua téi uu khi phau
thuat vién cham vao khoi u. Khi dé ta can phdi
hgp nhiéu loai thuGc véi nhau.

Loan nhip tim trong mé thudng ¢4 ngudn gdc
tlr tdm that va dugc diéu tri bang lidocain, (c
ché beta hoac amiodaron (st dung thuGc chen
beta dé diéu tri nhip nhanh trén that)

Sau khi cit bo khdi u cé thé gay tut huyét ap
nghiém trong do cac yéu té nhu: giam dot ngot
catecholamin  huyét tuong (T1/2 cla
catecholamin la 1 - 2 phdt), gian mach do cac
thuSc chen alpha, mét dich, m&t mau trong mé
hodc gdy mé sdu. D& phdong nglra ha huyét ap
thi dich ap luc mao mach phdi bit 16 - 18 mmHg
trudc khi that tinh mach cda khdi u, truyén it
nhat 1000 ml dich trudc khi kep tinh mach u,
giam dé mé xubng. Can nhac sir dung cac thudc
co mach va thudc téng sirc co bop ca tim sau do.

Lua chon thuéc gdy mé:

e Can tranh cac thuGc ketamin, ephedrin,

succunylcholin vi ching c6 tiém nang giai phong
catecholamin

» Thiopental va propofol kha an toan, néu cé
giam chldc ndng that trdi thi uvu tién dung
etomidate

e Sevoflurane la thudc duy tri mé ly tudng.
Halothane la thudc cd ch6’ng chi dinh tugng doi
vi nd lam ca tim nhay cam haon véi catecholamin,
dan dén loan nhip tim. Desflurane khdng nén str
dung vi nd lam tang phong thich giao cam &
nong dé cao

e Gian cd dugc uu tién la vecuronium (norcuron)

2.3.3 Sau mé: Sau phau thuat cic theo doi
can dugc ti€n hanh ti€p nhu sau:

e Theo doi huyét ap: phan I6n bénh nhan sé
c6 huyét ap binh thudng vi lugng catecholamin
dir trlr ¢ than kinh ngoai bién van dugc giai
phéng tUr tir vao tuan hoan, 5% bénh nhan cé
téng huyét ap vai ngay sau mé, 25-30% bénh
nhan van tang huyet ap kéo dai nhung triéu
chiing khong ram ré nhu trudc phau thudt va
khdng dién hinh giéng tdng catecholamin mau.
Can chan doan phan biét nhitng trudng hgp nay
vGi u tay thugng than con sét, hep mach mau
than, tang huyet ap nguyen phat. Ha huyét ap
hay gdp sau mé& vi giam catecholamin sau mo.
C6 thé dung thudc co mach hd trg sau khi bu
dich [5].

e Kiém soat dudng huyét chit ché

o Kiém soat dau t6t sau md: viéc nay cd thé
lam gidm cac bién chdng lién quan dén ho hap,
tim mach, gidm nguy cd huyét khoi, giip bénh
nhan phuc hdi s6m sau md. Gay té ngoai mang
cliing 1a moét lua chon t8t dé giam dau trong va
sau md, Opioid va NSAIDs c6 thé la nhitng lua
chon thay thé. Tuy opioid c6 thé gdy Uc ché hé
hap khoang 0,33-0,7%, nd van dugc coi la nhém
thudc gidm dau an toan. NSAIDs c6 thé gilp
giam lugng opioid tiéu thuy, tuy nhién can luu y
khi sir dung trén nhém bénh nhan cé dau da day
va ¢6 r6i loan chirc ndng tiéu cau.

IIl. KET LUAN

PE dam bao an toan khi gdy mé cho bénh
nhan u tuy thugng than, Bac sy gay mé can
chuén bi tot trudc md, dat dugc téi da cac tiéu
chi theo tiéu chuén Roizen. Uu tién dung thudc
mé tinh mach propofol dé& khai mé, uu tién dung
thu6c gidn cd norcuron, duy tri mé bang
servofluran. Chuén bi t6i uu cac thuéc cling nhu
cac phuang tién theo ddi va hoi sic huyet dong
Hiéu dugc su thay ddi huyét dong & cac thi phau
thudt, cac giai doan phau thuat dé tranh toi da
cac bién chitng nghiém trong c6 thé xdy ra. Sau
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mé& van can theo ddi sat mach, huyét ap, kiém
soat dudng huyét chat ché va gidm dau sau mo
day dua.
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NG DUNG KY THUAT GIAI TRINH TU’ GEN NGS
KHAO SAT CAC PA HINH NUCLEOTIDE TREN GEN F9
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TOM TAT

Hemophllla B Ia bénh ly rGi loan chay mau ¢ tinh
chat di truyén. Chan doan nger| mang gen co vai tro
quan trong trong kiém soat nguon gen bénh, han che
ty 1é mac bénh mdi. Muc tleu (1) Khao sat dé xac
dinh céc da hinh nucleotide c6 ty & di hgp tr cao lam
co s6 dé chan doan ngudi mang gen bang phucng
phap phan tich lién két. (2) Budc dau danh gia hiéu
qua cta bd da hinh trong chin doéan ngu‘d| mang gen
hemophllla B bang phucng phap phan tich lién két.
Mau nghién ciru: Mau ngoai vi tr 100 ngudi phu nif
khée manh dang tham gia hi€én mau tai Vién Huyét
hoc - Truyén mau TW (phuc vu muc tiéu khao sat da
hinh nucleotide); 20-30 nguGi phu nir trong cac gia
d|nh bénh nhan hemophilia B (phuc vu muc tiéu danh
g|a hiéu qua bo chi thi da hinh). Phu’dng phap Giai
trinh tu gen F9 (35kb) cua 100 nguGi phu ni khoe
manh. Phan tich dif liéu giai trinh tu, Iu’a chon cac da
hinh c6 ty 1& di hdp tlr cao. Phan tlch méi lién ket glu‘a
cac da hinh. Thiét 1ap bd chi thi da hinh c6 gia tri
trong chan doan Danh gid hiéu qua bd da hinh bing
cach khao st ty 1& di hop tr cia bd da hinh trén 23
ngudi mang gen bénh. K&t qua: (1) Ching t6i da
khao sat cac da hinh nucleotide trén toan bo gen F9
va thiét lap dugc bd chi thi da hinh co gia tri thong tin
gom 5 SNP: rs378815, rs3817939, rs4149670, c.89-
1859 C>G, rs392959 vdi ty 1€ di hdp tLr [an Iu‘dt la
41%, 43% 29%, 48%, 47%. (2) Hiéu qua chén doan
clia 5 SNP dat 100% khi danh gia trén 23 mau ngudi
mang gen.

SUMMARY
APPLICATION OF NEXT-GENERATION
SEQUENCING TO INVESTIGATE F9

POLYMORPHISM
Hemophilia B is a bleeding disorder which inherited
through generation. Genetic screening for carriers
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plays important role in disease control and reducing.
patient number. In which, linkage analysis using
genetic polymorphism linked to F9 gene is a
predominant diagnosis in developing countries. Aim of
study: (1) Design panel of markers for linkage
analysis of carriers for hemophilia B in Vietham and
(2) Preliminary evaluate the efficacy of marker panel
for linkage analysis for hemophilia B carriers. Donors
and samples: Peripheral blood sample of 100 healthy
blood donors at the National Institute of Hematology
and Blood Transfusion, for polymorphism analysis, of
20-30 females related to hemophilia B patients, for
marker panel evaluation. Methods: Sequence analysis
of F9 gene (35kb) for 100 healthy females using next-
generation  sequencing. Data analysis using
bioinformatic software to select most informative
markers for linkage analysis. Next, correlation among
informative markers is analyzed to create diagnostic
panel for hemophilia B. At last, the designed panel is
applied with 23 female carriers for efficiency
evaluation. Results: (1) We successfully analyzed
polymorphism links to F9 gene and created a panel of
5 SNP, including rs378815, rs3817939, rs4149670,
c.89-1859 C>G and rs392959 with highly
heterozygous frequency. (2) Further analyses for 23
female carriers related to hemophilia B patients
demonstrated the efficacy of the panel with 100% of
successful cases.

I. DAT VAN DBE

Phan tich lién két (linkage analysis) la phuong
phap chan doan ngudi mang gen hemophilia B
da dugc s dung tUr rat 1au trén thé gidi. VGi ky
thuat thuc hién don gian, chi phi thap phan tich
lién két hién dugdc st dung phé bién [1] [2].

Nguyén ly cta phuong phap la si dung da
hinh nucleotide ndm trén/canh gen F9 nhu cac
“chi diém” dé [an theo d&u vét gen bénh. Pé ap
dung phu’dng phap nay, ngoa| viéc dap Ung cac
yéu cadu v& mau bénh pham, trong gia dinh
ngudi bénh can xac dinh dugc ngudi mang gen
bénh va di hdp tr véi it nhdt mot da hinh trén
gen F9. Viéc tim ra dugc da hinh di hgp tr &



