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NGHIEN ClrU KET QUA SAU MO GHEP GAN THUC NGHIEM
TREN LON THEO MO HINH GHEP GAN TOAN BO BUNG CHO

Bui Van Manh*; Trinh Hoang Quéan**; Trinh Cao Minh**
TOM TAT

Nghién ctru 10 lon lai kinh t& dwoc ghép gan thwc nghiém & giai doan hau phiu theo mé hinh
ghép gan toan bd dung chd, nam 2005, chung téi rut ra mot sé nhan xét sau:

- Sau ghép gan toan bd, tinh trang huyét dong cua lgn nhan gan bj rdi loan nang, mach rat
nhanh, trén 150 lan/phat va huyét ap tut ngay trong mé (p < 0,05). Ty lé chét trong mb 20% va séng
> 48 gi®r 1a 20%. Phan 16n lon chét trong 24 gi¢r dau sau ghép gan. Tt ca lon sbng sau phau thuat
gan ghép déu tiét mat, nhwng véi sb lugng it (< 500 ml). Enzym SGOT, SGPT tang rat cao, dic biét
SGOT, do gan bi tén thwong thiéu mau va hoai t& phan médm gan con lai. Enzym ALP, GGT it ¢6 réi
loan so v&i trwéc md (p > 0,05). Réi loan déng mau sau md nang, gay xuat huyét cac tang va chay
méau nhiéu, dan dén t& vong.

- Céc bién chirng trong va sau ghép gan: chdy mau sau md (20% trén lam sang, 100% khi mb
lam giai phau bénh), viém phéi (12,5%), rbi loan ddng mau nang (100%).

* Tlr khéa: Ghép gan thwc nghiém; Ghép gan toan bd dang chd; Lon.

STUDY ON OUTCOME OF ORTHOTORPIC LIVER TRANSPLANTATION
IN EXPERIMENTAL LIVER TRANSPLANTATION ON PIG

SUMMARY

In 2005, we had carried out 10 cases of experimental orthotopic liver transplantation and follow-
up in early period post transplantation, the results showed:

- Severe hemodynamic disoders was observed in all recipients with tachycardiac, hypotention
during and after surgery. Mortality rate during operation was 20% due to severer blood loss and
survival rate for longer 48h was 20%. Majority of death occurred during first 24h after transplantation.
Bile secretion was observed in all grafts, but with limited volume in the most of cases (< 500 ml).
Plasma SGOT, SGPT, GGT, bilirubin were significantly increasing in early period post transplant,
especially plasma SGOT (p < 0.05). Manifestation of coagulation disoder post-transplantation was
severe and most of recipients died due to blood loss and hemorrhage in organs. Hematological
parammeters, coagulation profile and plasma electrolyte were significant changes after surgery (p <
0.05) would be due to necrosis of residual native liver and acute anemiae in the new graft.

- The common complications after surgery for orthotopic liver transplantation were: bleeding (20%
by clinical observation and 100% by autopsy), pneumoniae (12.5%), coagulation disorder (100%).

* Key words: Experimental transplantation; Orthotopic liver transplantation; Pigs.
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PAT VAN BE

Ghép gan thyc nghiém da dwgc Thomas
Starzl va Francis Moore tién hanh trén ché
vao nam 1950. Sau nay cling chinh
Thomas Starzl 1a ngudi da thwe hién ca ghép
gan dau tién trén ngudingay 1 - 3 - 1963 &
Colorado (My). Nhdm xay dung nhitng co’ s&
khoa hoc cho viéc ghép gan trén ngudi &
Viét Nam, nam 2005, tai Hoc vién Quan y
da tién hanh ghép gan thic nghiém trén lgn
theo mé hinh ghép gan toan bo. Dé tai
nghién ctru nhiéu khia canh khac nhau cta
ky thuat ghép gan, trong dé hdi sirc va
cham séc sau md lon ghép gan 1a moét khia
canh quan trong, gép phan vao sw thanh
cong cla ca ghép. Chung t6i tién hanh
nghién clru nay nhdm muc tiéu:

- Danh gia bién dbi vé 1dm sang va can
Iam sang, két qué ghép gan trén lon theo
mbé hinh ghép gan toan bé ding ché.

- Tim hiéu céc bién chimg sau mé & lon
ghép gan thuc nghiém theo mé hinh ghép
gan toan b6 ding ché.

POl TUONG VA PHUONG PHAP
NGHIEN clru

1. Péi twong nghién civu.

10 cap lon lai kinh té, trong lwong twr 42 -
62 kg, dwoc chon dé tién hanh ghép gan,
bao gébm:

+ 10 con lgn cho gan (l4y toan bd gan,
sau d6 lon chét).

+ 10 con lgn nhan gan toan bd dung chd
(10 con lgn khac dwoc dung lam con cho
mau dé phuc vu phau thuat).

Twng cép lon dwoc phdu thuat dé& cho
gan va nhan gan, sau do, lgn nhan gan
dwoc héi stre, diéu tri sau phau thuat voi
cac chi tiéu da dwoc xay dwng trwdrc.

2. Phwong phap nghién ctru.

* Thiét ké nghién ctu: nghién clru md ta,
tién cru, theo ddi doc.

* S¢r dung thudc chdng théi ghép:

Lon nhan gan chi dwoc hdi stc bang
cac bién phap héi strc théng thudng, khong
duwoc dung thubc chdng thai ghép dac hiéu
ma chi diing solumedrol theo phac dd sau:

+ Solumedrol 10 mg/kg/can nang/ngay,
tiém tinh mach cham 1 1an vao ngay mé va
ngay th& 1 sau mé.

+ Solumedrol 5 mg/kg/can nang/ngay, tiém
tinh mach cham, 2 ngay tiép theo.

+ Sau dd, néu lon van séng, mdi ngay
tiém aolumedrol 5 mg/kg can nang/ngay.

* Cac chi tiéu nghién ctru:

- Theo déi vé ho hap:

+ Lon nhan gan dwgc mé khi quan, thé
may trong va sau md, bép béng néu may
thd héng hodc méat dién. Khi lon co6 thé tw
thé duwoc, dé lon tw thd qua ndi khi quan.

+ Sau phau thuét, lon nhan gan duoc theo
déi cac chi tiéu da xac dinh san:

. Tan sb va bién do tw tho.

. Cham séc hdé hap sau mé: hut dom rai
qua &ng ndi khi quan va qua miéng khi can.

. Kham phéi thwerng xuyén dé phat hién
bat thwong nhw tran khi, tran dich khoang
mang phdi, viém phbi...

. Thay déi tw thé lon trong qua trinh thé
may dé tranh viém phdi do & dong dom rai.

- Theo d&i tuan hoan:

+ Theo déi lién tuc: mach, huyét 4p doéng
mach 30 phat/lan.

+ Theo déi diu hiéu twdi mau cla cac
co’ quan: mau sac da, lwong nwéc tiéu (twdi
mau than), nhu dong ruét (twdi mau rudt)...
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- Theo doi chirc nang than:

+ Theo d&i nwoc tiéu méi 3 gio/lan va
nwéc tidu 24 gio.

+ Xét nghiém chirc néng than va dién giai.

- Theo ddi chirc nang gan:

+ Sb lwong mat ra qua dan lwu.

+ Xét nghiém SGOT, SGPT, ALP, bilirubin
toan phan va tryc tiép, chirc nang doéng
mau, glucose, protid mau toan phan va
albumin mau.

- Dinh dwéng:

+ Hai ngay dau: nuéi dwéng dwong tinh
mach.

+ Nhirng ngay sau: nudi dwéng qua mé
théng da day bang siva Ensure, hodc cho
an khi lon co thé an dwoc.

+ Truyé&n albumin va lipofundin khi can.

- Theo dbi cac xét nghiém can lam sang:

+ Xét nghiém cong thirc mau:

. Ngay md: xét nghiém trwéc md, thi
khéng con gan, khi két thic mé va 6 gio sau
khi két thac cudc md.

. T ngay thi nhat sau md: xét nghiém 6
gi® sang hang ngay.

+ Xét nghiém déng mau toan bo:

. Ngay mbd: xét nghiém trwdc md, thi
khong con gan, khi két thic méd va 6 gio sau
khi két thuc cudc md.

. T ngay th&r nhat sau md: xét nghiém
6 gi® sang hang ngay.

+ Xét nghiém sinh hoa:

. Ngay md: xét nghiém trwdc md, thi
khéng con gan, khi két thic mé va 6 gio sau
khi két thac cudc mé.

. T ngay th&r nhat sau md: xét nghiém
6 gi& sang hang ngay.

Cac chi tiéu theo dai: glucose, ure, creatinin,
ilirubin toan phan va truc tiép, SGOT, SGPT,
GGT, protein toan phan va albumin mau.

* X ly sé liéu:

- Céc chi s6 dinh lwong duoc biéu thi
bang so trung binh céng.

- So sanh sy bién dbi cac théng sb tirng
cap trwdc va sau phau thuat.

- Tinh thoi gian sbng trung binh sau ghép.

- Xt ly sé lieu theo thuat toan thdng ké
y hoc.

KET QUA NGHIEN CUU VA
BAN LUAN
- Trong lwgng trung binh lgn nhan gan
49,9 kg (41,5 - 62 kg).
- Lwong mau truyén trong va sau md
(trung binh): 5 don vi mau/con.

1. Két qua chung.

- S6 lon chét trong md: 2/10 con (20%);
sb lon sbng sau méd: 8/10 con (80%).

* Thoi gian séng sau ghép (gio):

Lon sb 1: 4 gio; lon sé 3: 4 giov; lon sb 4:
9 gio; lon s6 5: 6 gio; lon sb 6: 13 gid; lon
sb 8: 70 gio; lon sb 9: 28 gi®v; lon s6 10: 55
gio.

Thoi gian sbng sau ghép trung binh cla
lon nhan gan 23,6 gi& (dai nhat 70 gio,
ngan nhét 4 gi&). Thoi gian séng sau mb
clia lgn nhan gan trong nhém nghién ctru
clia ching tdi thAp hon kha nhiéu so véi két
qua cla Bénh vién Viét Bc (trung binh
57,7 gi&). Tuy nhién, trong nghién clru cla
cac tac gia tai Bénh vién Viét Plrc cod s
dung thuéc chéng thai ghép dac hiéu
cyclosporine A. Do diéu kién kinh phi han
hep, nén trong nghién ctru clia chung t6i chi
st dung chdng thai ghép bang solumedrol
ma khéng co cyclosporine A, chac chan két
qua sé bi han ché.
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2. Thay d6i vé mét sé6 chi sé lam sang.

Bang 1: Céac chi sb huyét déng trwéc md va khi két thuc cudc mé.

CHIi sO HUYET AP TAM THU MACH TRUNG BINH AP LUC 'I:TNH MACH
(mmHg) (An/pht) TRUNG TAM (cmH;0)
LON SO - IO P ISP P PRI
Trwédc md Kétthic mo | Trwdc mo Két thuc mo Trwéc mo Két thuc mo
1 103,0 78 82 180 8 11
3 111,7 63 68 165 7 8
4 90 81,3 85 175 10 9
5 93,3 45 90 171 9 9
6 85,6 48 90 183 7 6
8 96,6 65 80 180 9 11
9 103,3 60,5 80 185 10 9
10 111,7 62 90 175 8 11
X+ SD 90 +11,2% 60,2 +12,1° 83,1+1,5° 176,8 + 6,6 8,5+1,2° 9,3+1,8

(Pab< 0,05 Pap<0,05 pap>0,05)

Cac chi sb huyét dong cho thay thay dbi ré rét ca vé mach (p < 0,05) va huyét ap
(p < 0,01). Huyét ap tut nhanh sau mé va mach thueng rat nhanh (> 150 lan/phut). Ap luc
tinh mach trung tdm trwédc md va sau mé thay dbi khéng nhiéu do tinh trang mat mau va
thoat dich ra ngoai long mach.

Do thwérng xuyén duoc theo déi chit ché vé tim mach, cac réi loan vé huyét dong dwoc
diéu chinh kip thoi. Phan 16n cac trudng hop huyét dong khong én dinh do mat méau 16n,
rbi loan nang né dan va dan dén lon bi t& vong.

3. Thay dbi vé can lam sang.

Bang 2: Bién d6i mot sé chi sd xét nghiém sinh hoéa.

. _ 1 2 4

XET NGHIEM (n (= )10) (n(:)g) (n(i)S) (n(=)8) (n(i)s) (n(S)Z)
SGOT (UIL) 41,8+10,7 | 182,1+94,3" | 514,8+80,7 568,1 + 104 1326,8 + 307 1353
SGPT (U/L) 37,1+8,2 23,6+12,1 33,2+8,2 476+12,1 | 101,2+68,2" 129,6
ALP (U/L) 128,9+10,1 | 83,2+208 105,9 +30,1 109,2+20,8 | 117,9+20,1 95,2
GGT (UIL) 57,1+12,5 92 + 24,9 97,8+12,5 65,4 + 14,9 31,8+12,5 33,4
?n'r']';‘;’l'/lr; toan phan| 5, g 6+18 5,6 +3,1 6,4+2,8 52+1,1 5,0
Glucose (mmol/l) 99+29 305+3,1" 28,3+28 18,9+5,1 12+2,9 71

((1): Trwe m6; (2): Thi khong gan; (3): Két thic mé; (4): 4 gic' sau m6; (5): 24 gio’ sau
md; (6): 48 gior sau mé; p (*)-(**) < 0,05)
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Néng d6 enzym SGOT téng dan trong va
sau khi mé, dac biét, ting rat cao so voi
trwdc ghép & ngay thr 2 sau md. 2 lon
séng > 2 ngay (55 gi& va 70 gid), néng do
enzym SGOT tang rat cao trwéc khi tor
vong. Nhw vay, ndng dé enzym SGOT téng
cao, chirng t6 c6 tén thuwong té& bao gan
nang né do thiéu oxy, dan dén hoai t& nhu
mo gan. Enzym SGOT téng cao c6 thé con
do hoai t&r phdn mém gan con lai & lon
nhan do cat khoéng hét. Néng do enzym
SGPT ciing tdng cé y nghia thdng ké sau
24 gi®& phau thuat, nhwng khéng tdng manh
nhw SGOT.

Bilirubin toan phan va enzym ALP, GGT
khong cé bién dbi nhiéu sau ghép gan. Vi thoi
gian lon séng sau ghép chwa da dai, nén
ching t6i chwa danh gia dwoc sw bién déi

ctia ndng d6 bilirubin trong mau. Tuy nhién,

Bang 3: Bién ddi cac chi sé huyét hoc.

bilirubin toan phan khéng ting cé thé do lon
dwoc ghép gan toan bd nén dwong mat
trong gan gil*r nguyén, khéng xay ra hién
twong chit hep dwdng mat nhw trong ghép
gan mot phan.

Néng dd glucose trong mau tang cao
ngay trong qua trinh ghép gan va tiép tuc
tang sau ghép. Co thé do t& bao gan bi tén
thwong nang né, chuyén hoa glucose bi suy
gidm. Truyén qué nhiéu dich ngot cling c6
thé gép phan lam tang ndng dd glucose.

XEGEm | 1 n=10) | @ (=9 | @(=8) | @W0=8 | G(0=3) | ©n=2
(X + SD)
HC (T/) 6,49+051 | 4,69+06 | 553+05 | 47+06 | 3,69+0,31 2,8
BC (G/L) 20,1+4,3 | 34,8+32" | 26,3+3,6 25+3,2 20,8+ 3,2 21,3
HST (g/l) 136,4+11,4" | 108+17,8" | 96,4+7,8 | 850+128 | 76,4+17,8 65
HCT (%) 347+63 31,1+6,7 31,7+57 282467 | 241+6,7 24,8
Tiéu cau (G/L) | 557,7+79,6 | 314+358 | 251,1+259 | 1451+358 | 96,1 +15,38 90

((1): Trwoe mé; (2): Thi khéng gan; (3): Két thic mo; (4): 4 gio sau mo; (5): 24 gid’ sau
mé; (6): 48 gior sau mé; p (*)-(**) < 0,05)

50



TAP CHI Y - DUQC HQC QUAN SU SO CHUYEN PE GHEP TANG - 2012

Sau md do mét mau nhiéu, huyét s&c t6 gidm manh, thiéu mau ndng & ngay thi 2 sau
mé. Nhirng gior dau sau md, do dwoc truyén mau nén HST va hematocrit con twong déi 6n
dinh, nhwng sau dé giam rat nhanh. Chi ¢ 2 lon sau ghép gan sdng dén ngay th 2 trong
tinh trang thiéu mau rat nang. Sé lwong tiéu cau gidm rat nhanh lam cho tinh trang réi loan
déng mau cang nang, tinh trang suy tuan hoan nang dan va lon tl vong.

Bang 4: Xét nghiém chlrc nang than va dién giai.

Xét nghiém (X + SD)| (1) (n =10) (2)(n=9) B)(n=8) | 4 (n=8) B)(n=3) |(B)Y(h=2)

Ure (mmol/l) 3,9+£0,51 3,1+0,6 2,7+05 29+0,6 3,7+0,31 2,9

Creatinin (umol/l) | 107,8+9,3 | 92,3+10,2 | 119,3+8,6 | 115+8,2 |162,8+132" | 1745

Na (mmol/l) 138 £6,4 138+6,8 1354 +5,3 | 140£29 140,4+1,8 136
K (mmol/l) 41+0.3 4,2+0,7 45+04 3,9+0,2 41+03 4,2
Ca (mmol/l) 1,7+£0,6 14+£08 21+£0,19 | 1,3£0,18 21+0,6 1.9

((1): Trwéc mé; (2): Thi khdng gan; (3): Két thuc mé; (4): 4 gio sau mé; (5): 24 gio sau
ma; (6): 48 gio sau mé; p (*)-(**) < 0,05)

Chirc nang than thay déi dang ké sau ghép. Sau 24 gi& phau thuat, creatinin mau da
tang, tuy khéng qua cao, nhwng cé y nghia théng k& (p < 0,05). 2 lon c6 biéu hién dai
nhiéu sau phau thuat (> 4 lit/12 gi®), sau khi dwoc truyén dich huyét thanh man 0,45%, dai
it hon. Néng do6 cac chét dién giai trong mau thay déi khéng dang ké, nhuw vay, viéc bu dich
va dién giai sau mé la hop ly.

Bang 5: Bién d6i mot sé théng sé chirc ndng déng mau.

XET NGHIEM
(1) (n=10) D=9 () (n=8) () (n=8) (1)(n=3) ()n=2
(X £ SD)
Howell (s) 76,5+9,7 111,9+14,8" | 1125+9,7 96 + 4,8 80,5+ 3,7 83,2
APTT (s) 28,6 +3,3 40,3+2,9"” 35,6 +4,3 39,8+6,9 42,6 +8,3 40,9
PT (s) 16,6 £5,1" 24,3+10,1" 31,6+5,1 25,3+9,0 26,6 +5,1 27,8
Fibrinogen (mg%) | 418 +56,2" 199,8+56,3" | 180,8+56,2 | 159,8 + 56,3 | 200,8 + 36,2 189
Quick (s) 12,3+3,3 19,1+ 121" 20,3+ 3,3 19,1+2,1 21,3+3,3 20

((1): Trwéc mé; (2): Thi khéng gan; (3): Két thic mé; (4): 4 gio sau mé; (5): 24 gio sau
mé; (6): 48 gior sau mé; p (*)-(**) < 0,05)
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Tinh trang chdy mau sau mé c6 xu huéng
tang dan, do gidm déng, do gidm cac yéu tb
doéng mau, dac biét gidm fibrinogen, kéo dai
thdi gian chdy mau. Mot sé lon cé xuét
huyét dwdi da va tang pha khi mé lam giai
phdu bénh. Khéng cé lon nao bi déng mau
rai rac trong long mach.

4. Tiét mat sau ghép.

* 86 lwong dich m{::at sau ghép gan qua
dan lwu mét (tte sau moé dén khi lon chét):

> 500 ml: 2 con (25%); < 500’ml: 6 con
(75%). Phan Ion lon sau ghép song khc‘mg
dai, nén ,Iu’o’ng mat tié’g ra khéng dang ke.
2 Ign (§6 8 va 10) song dai hO'n‘vé gan
ghép tié‘E mat dwoc > 500 ml/ngay Qéu.

5. Bien chirng trong va sau mo.

* C4c bién chung trong va sau mé:

Chét trong md: 2/10 con (20%); chay
mau sau md: 2/8 con (25%); rdi loan van
mach: 8/8 con (100%); suy hé h&p sau mé:
8/8 con (100%); viém phdi: 1/8 con (12,5%).

HAau hét t& vong déu do mét mau nang.
Mat khac, hién twong & tré mau & da day-
rudt gay ra tinh trang nhiém doc, lam réi
loan tim mach n&dng I&én. Trong s& nhirng
lon séng sau md, ty 1& chdy mau I6n (> 500
ml trong 6 bung) d&n dén t& vong ciing kha
cao (20%).

Bién ching vé hoé hép la bién ching
thwong gdp. Tat cd lon sau ghép déu
khéng co6 khd nang ty thé, do bung
chwéng, mach rat nhanh va huyét déng
khéng 6n dinh. Vi vay, cé con ngay
sau ghép da sbt rat cao > 40°C va bién
chng nhiém khuén phéi - phé quén do thé
may kéo dai. Day Ia bién ching rat kho
tranh vi chung t6i phai dung may thé khéng

c6 bd phan lam &m va lam &m khéng khi
thd vao. 2 lon gdp bién ching tran dich
khoang mang phdi, nhung sé lwong dich
khoang mang phdi khéng nhiéu, cé thé do
thoi gian sdng sau ghép qua ngan.

6. Vé dinh dwéng.

Sau md, lon nhan gan dwoc nubi duwdng
cht yéu bang dwdng truyén tinh mach
(dung dich ngot 5% va 10%). 2 trwdng hop
(lon thé 8 va 10) sébng dwoc quéa 2 ngay sau
ghép gan, chang t6i d& cho dung sira
Ensure bom qua 6ng mé& théng da day,
truyén albumin va lipofudine. 2 lon nay tiét
mat twong dbi tét sau ghép gan (> 500
mi/ngay).

KET LUAN

1. Sau ghép gan toan b, tinh trang huyét
dong cda lgn nhan gan bi rdi loan nang,
mach rat nhanh, thwong > 150 lan/phat va
huyét ap tut ngay trong mé (p < 0,05). Ty lé
chét trong md 2/10 con (20%) va sbéng > 48
gid 1a 20%. Phan I&n lon chét trong 24 gid
dau sau ghép gan. Tat ca lon sbng sau
phdu thuat gan ghép déu tiét mat, nhung
v&i sb lugng it (< 500 ml).

Céac enzym SGOT, SGPT tang rat cao,
d&c biét SGOT, do gan bi tén thwong thiéu
mau va hoai tr phdn médm gan con lai.
Enzym ALP, GGT it co rdi loan so véi trwdc
mé (p > 0,05). R&i loan ddng mau sau md
rat ndng, gay xuéat huyét dudi da va chay
mau nhiéu, dan dén t& vong.

2. Céac bién chirng trong va sau ghép
gan: chdy mau sau mé (20% trén lam sang,
100% khi mé lam giai phau bénh), viém phdi
(12,5%), r6i loan déng méau nang (100%).
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