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SO SANH GIA TRI CHAN POAN BENH HIRSCHSPRUNG GI*A X QUANG
PAI TRANG, PO AP LU’C HAU MON TRU'C TRANG VA SINH THIET HUT

TOM TAT

Pit van dé: Hién nay, nhiéu phuong phap
chan doan bénh Hirschsprung. M&i phuong phap
¢6 uu, nhuge diém riéng. Tuy nhién, it nghién
ctru so sanh céc k¥ thuat nay tai Viét Nam.

Muc tiéu: Xac dinh gia tri chin doan bénh
Hirschsprung gitra phuong phap X quang dai
trang, do ap luc hau mon tryc trang va sinh thiét
hat.

Phuwong phap: Poan hé tién cau.

Két qua: Tu 1/1/2015 - 30/9/2020, 304
truong hop nhap vién tai bénh vién Nhi Bang 2.
Tudi trung vi sinh thiét hat 25 (1,2 - 12,9)
(thang). o nhay, do dac hiéu, gia tri tién doan
am, gia tri tién doan duong ctia X quang dai
trang lan luot 1a 87,8%, 54,3%, 73,3%, 75,7%.
Do nhay, d6 dac hi¢u, gia tri tién doan am, gia tri
tién doan duong ctia do ap luc hau mén truc
trang lan Iuot 14 90,5%, 68%, 89,5%, 70,4%. Do
nhay, do dac hiéu, gia tri tién doan am, gia tri
tién doan dwong cua sinh thiét hat nhuom
Calretinin lan luot 12 99,5%, 96,6%, 99,1%,
97,9%. Bo nhay, d6 dac hiéu, gia tri tién doan
am, gia tri tién doan dwong cia HE lan luot 1a
95,2%, 84,5%, 91,6%, 90,9%.

Két luan: Sinh thiét hat tryc trang voi
nhuom héa mé mién dich Calretinin c gia tri
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chan doan bénh Hirschsprung cao nhat trong
nhom nghién cuu.
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SUMMARY

COMPARISON OF DIAGNOSTIC

VALUE FOR HIRSCHSPRUNG'S
DISEASE BETWEEN BARIUM ENEMA,

ANORECTAL MANOMETRY, AND
SUCTION BIOPSY

Introduction: Currently, there are many
diagnostic methods for Hirschsprung disease,
each with its own advantages and disadvantages.
However, there are few studies comparing these
techniques in Vietnam.

Objective: To determine the diagnostic
value of Hirschsprung disease between barium
enema, anorectal manometry, and suction biopsy.

Method: Cohort study

Results: From January 1, 2015, to
September 30, 2020, 304 cases were admitted to
Children’s Hospital 2. The median age for
suction biopsy was 2.5 months (1.2 - 12.9
months). The sensitivity, specificity, negative
predictive value, and positive predictive value of
barium enema were 87.8%, 54.3%, 73.3%, and
75.7%, respectively. The sensitivity, specificity,
negative predictive value, and positive predictive
value of anorectal manometry were 90.5%, 68%,
89.5%, and 70.4%, respectively. The sensitivity,
specificity, negative predictive value, and
positive predictive value of suction biopsy with
Calretinin staining were 99.5%, 96.6%, 99.1%,
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and 97.9%, respectively. The sensitivity,
specificity, negative predictive value, and
positive predictive value of HE staining were
95.2%, 84.5%, 91.6%, and 90.9%, respectively.

Conclusions: Rectal suction biopsy with
immunohistochemical staining for Calretinin has
the highest diagnostic value for Hirschsprung
disease among the study group.

Keywords: Calretinin, HE, Hirschsprung,
barium enema, anorectal manometry, rectal
suction biopsy

I. DAT VAN DE

Hién nay c6 nhiéu phwong phap chan
doan bénh Hirschsprung. X quang dai trang
(XQPT) rit quan trong dé chan doan bénh.
DAu hiéu hinh phéu cho thiy d&n phan trén
dai trang vO hach so vé&i phan dudi khong
dan gilp chan doan®. DAu hiéu nay khdng
gap trong tat ca cac trudng hop, ti 18 thay doi
tur trung tdm nay sang trung tam khac va phu
thugc rat nhiéu vao kinh nghiém cua nguoi
doc®. Do 4ap luc hau moén - tryc trang
(DALHMTT) 1a mot ky thuat dugc dung dé
do va danh gi4 truong lyc nhom co thét ving
hau mdn - tryc trang (co thit trong va co that
ngoai) trong qué trinh giir phan va tong thoat
phan. Phuong phéap c6 do nhay 85% — 95%,
do chuyén 89% — 97%*. Su dan bong truc
trang gidp giam &p luc dng hau moén goi la
“phan xa hau mén - tryc trang” va phan xa
ndy ¢ & tit ca ngudi binh thuong. Tuy
nhién, van c6 su tranh cdi vé gia tri cua
phuong phap nay. Hau hét cac trung tam nhi
khoa va phau thuat vién khong st dung
DALHMTT d& chan doan  bénh
Hirschsprung. Tiéu chuan vang trong chan
doan xac dinh bénh Hirschsprung la dua vao
két qua md hoc khi sinh thiét truc trang? 8.
Nhiéu trung tam trén thé giéi nhuom
Hematoxylin - Eosin (HE) thuong quy. Két
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qua chan doan dya vao nhuém HE doi hoi
nha giai phau bénh phai cuc ky kinh nghiém
trong bénh Hirschsprung. Hién nay, chinh
xac nhat 1a nhuéom hod mod mién dich
Calretinin, chat luén thiéu trong bénh nhan
Hirschsprung. Dac biét chat danh du nay c6
kha ning chan doan bénh Hirschsprung &
nhitng truong hop vo hach toan bo dai trang,
tré so sinh non thang trong khi nhirng Ky
thuat khac khé phat hién® 7. Chinh vi vay,
chdng t6i muén nghién cau so sanh gié tri
chan doan bénh Hirschsprung giita cac
phuong phép trén.

II. D8I TUQONG VA PHU'ONG PHAP NGHIEN CU'U
Thiét ké nghién ciru: doan hé tién cuau.
Tiéu chuan chen: Tat ca bénh nhan < 15

tudi bi nghi ngo bénh Hirschsprung trén 1am

sang va X — quang dai trang, nhap bénh vién

Nhi Bong 2 tir 1/1/2015 dén 31/3/2020.

Tiéu chi loai trir: Cac bénh nhi khéng
duoc sinh thiét hat tai bénh vién Nhi Bong 2
hoic hd so bénh an luu trir khdng thu thap
day du céac thong tin theo bénh &n nghién
cuiu.

Thu thap va xir ly sb ligu: Thu thap céac
thdng tin theo mau phiéu thu thap sé liéu tir
hd so bénh an theo tiéu chuan chon va loai
mau. Sb liéu duoc nhap, xu ly va phan tich
bang Microsoft Excel, SPSS 20. Bién s dinh
lugng trinh bay dudi dang trung binh + do
léch chuan, bién sé dinh tinh trinh bay dudi
dang ty 1€ %, do nhay, do dac hiéu, gia tri
tién doan am, gia tri tién doan duong.

Tiéu chuan chin doan:

X quang dai trang c6 bénh Hirschsprung:
XQDT c6 hinh anh doan hinh phéu hay RSI
<1

Do ap luc hau mon - truc trang c6 bénh
Hirschsprung: khéng cé phan xa co that
trong.
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Nhuém HE c¢d bénh Hirschsprung: mau
md khong c6 té bao hach than kinh.

Nhuém HE khdng c6 bénh Hirschsprung:
mau mo co té bao hach than kinh.

Calretinin (+): khi bat mau trén cac té
bao hach than kinh va trén soi than kinh,
hodc bat mau dang soi manh trén cac soi than
kinh hozc bat mau trén té bao hach than kinh
rai rac.

Calretinin (-): khi khéng bit mau trén
toan bo mau thir hodc bit mau céac té bao
khong dac hiéu nhu té bao don nhan hoac bat
mau trén céc soi than kinh phi dai.

Sinh thiét hat (+): bénh nhi c6 Calretinin
(-) cho két qua bénh Hirschsprung.

Sinh thiét hat (-): bénh nhi c6 Calretinin
(+) cho két qua khdng bénh Hirschsprung.

Nguyeén tic xac dinh chin doan

Déi voi bénh nhan c6 két qua chan doan
sinh thiét hat 1a phu hop bénh Hirschsprung,
ching t6i két hop ldy mau bénh pham 16n

Bing 1: Phéan bo bénh nhan theo gii

(khi phau thuat ha dai trang) va thuc hién
danh gia t& bao hach than kinh ¢ giira 2 16p
co. Chan doan xac dinh bénh Hirschsprung
khi bo dudi phau thuat khdng co té bao hach
than kinh. Nguoc lai, bénh nhan c6 két qua
chan doan sinh thiét hit 12 khéng phai bénh
Hirschsprung, chung téi theo dBi bénh nhan
trong 6 thang tiép theo. Chan doan xac dinh
khong phai bénh Hirschsprung khi bénh nhan
khong con tao bon.

Pao dwc trong nghién ciu: Nghién cuu
duoc phé duyét boi Hoi dong Y duc cua Dai
hoc Y Duoc TPHCM va bénh vién Nhi Bong
2.

INl. KET QUA NGHIEN cU'U

Twr 1/1/2015 - 30/9/2020, 304 truong hop
nhép vién tai khoa ngoai téng hop bénh vién
Nhi Ddng 2 thoa cac tiéu chi nhan vao.

Tudi trung vi sinh thiét hat (thang): 2,5
(1,2-12)9)

Gisi Bénh Hirschsprung Khéng bénh P
n (%) n (%)
Nam 146 (77,7) 65 (56)
N 42 (22,3) 51 (44) <0,01
Nam/nir 35 1,3
Téng 188 116
Cac phwong phap chan doan bénh Hirschsprung
Bdng 2: X quang dai trang
XQPT (n = 304) Tong
C6 bénh Khéng bénh
n (%) n (%A))' n (%)
Bénh Bénh 165 (54,3) 23 (7,6) 188 (54,9)
Hirschsprung | Khong bénh 53 (17,4) 63 (20,7) 116 (38,1)
Tong 218 (71,7) 86 (28,3) 304 (100)

53 (17,4%) truong hop duong gia, 23 (7,6%) truong hop am gia trong XQDT.
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Bing 3: Pic diém do dp luc hdu mon - truc trang

PALHMTT (n = 46) Tong
Cé bénh Khong bénh o
n (%) n (%) n (%)
Bénh Bénh 19 (41,3) 2 (4,3) 21 (45,6)
Hirschsprung Khéng bénh 8 (17,4) 17 (37) 25 (54,4)
Tong 27 (58,7) 19 (41,3) 46 (100)

Duong gia (8 truong hop) trong PALHMTT.
Bing 4: Sinh thiét hit véi nhuém HE

Nhuom HE
Khong c6 té bao hach | Co6 té bao hach than | Tong
than kinh (c6 bénh) kinh (khéng bénh)

Bénh Bénh 179 9 188
Hirschsprung | Khéng bénh 18 98 116
Tong 197 107 304

Khao sat tiéu ban HE caa 304 truong hop va c6 két luan cé té bao hach than kinh 1a 107
truong hop, c6 64 trudng hop hién dién té bao hach than kinh trudng thanh dién hinh véi bao
turong rong, bat mau Eosin dam, hat nhan rd rang, chiém 59,8%; c6 43 trudng hop hién dién
té bao hach than kinh véi bao twong hep, nhan dam hon, chiém 40,2%

Bing 5: Sinh thiét hiit véi nhuém Calretinin

Nhugm Calretinin Tén
C6 bénh Khang bénh ong

" . Bénh 187 1 188
Bénh Hirschsprung Khong benh A 112 116
Tong 191 113 304

Nhuém HMMD c6 Calretinin (+) trén soi than kinh giGp phat hién bénh Hirschsprung &
14/18 truong hop khong thay té bao than kinh trén tiéu ban HE.
Bing 7: Gid tri ciia cdc phwong phdp chin dodn

Chin don Pj nhay D¢ dic hiéu Gla’tr;Atlen G|,a tritien
doan Am doan dwong
XQbT 87,8% 54,3% 73,3% 75,7%
DALHMTT 90,5% 68% 89,5% 70,4%
Nhuoém HE 95,2% 84,5% 91,6% 90,9%
Nhuom Calretinin 99,5% 96,6% 99,1% 97,9%
IV. BAN LUAN So sanh sinh thiét hit véi X quang dai
» Giéi trang va do dap lyc hgu mon - truc trang
Pa sb tré Hirschsprung trong nghién cau Chung t6i ghi nhan d6 nhay, do dac hiéu
cua ching t6i 1a nam, chiém ti 1¢ 77,7% cua 3 phuong phap chan doan trong nghién
tuong ty nhu y van®, ctru tuong ty nhu tac gia de Lorijin (bang 8).
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Nam 2006, tac gia de Lorijin thuc hién
nghién ciu gop, thong ké tat ca cac nghién

cuu tu sau nam 1966 trén PUBMED va sau
nam 1980 trén EMBASE®.

Bdng 8: So sanh dp nhay, do dac hiéu voi nghién curu de Lorijin

Chlng toi de Lorijin*

Xauangdgiwang | s | (450

Po ap luc hau mdn - truc trang Bzécﬁﬂzn(@) ggéS 2411 Egg - g%
T I E

Nghién ctu cua ching t6i, X quang dai
trang c6 do nhay thip nhét so vai sinh thiét
hat va do ap luc hau mén - truc trang. Giai
thich cho viéc do nhay thap trong X quang
dai trang, dac biét & nhirng tré so sinh, la do
doan chuyén tiép trén phim khong rd rang*.
Ngoai ra, 75% tré v hach toan bo dai trang
c6 khau kinh dai trang binh thuong?. Thut
thao hodc tham kham truc trang l1am thao hét
phan va hoi ciing c6 thé din dén d6 nhay
thap*. Sinh thiét hut va do 4p luc hau mén -
tryc trang it khi cho am tinh gia. Bo nhay
thip cua do ap lyc hau mdn - tryc trang co
thé do di léch dau do do ap luc va dan co that
trong (rc ché co thét trong) bi 1am boi dén co
that ngoai®. Trong sinh thiét hit truc trang,
d6 nhay thap c6 thé do vi tri sinh thiét chwa
ding (vi tri ding 1a 2 — 3 cm trén duong
luoc), dao hat qua ndng, khdng con sic do sir
dung lai nhiéu lan va chi sinh thiét duogc
niém mac ma khéng c6 16p co niém, do ky
thuat nhuom hoac do kinh nghiém caa nha
giai phau bénh?,

Do dic hiéu cao ciing rat can thiét trong
qua trinh chan doan trén nhitng tré nghi ngo
bénh Hirschsprung. D6 dac hiéu thap gap
nhiéu trong X quang dai trang. Rosenfield
md ta 4 truong hop tré so sinh mic hoi
chirng nat phén su cho hinh anh teong ty nhu
doan chuyén tiép trong bénh Hirschsprung

tai dai trang goc lach®. Do dic hiéu thap
trong do ap luc hau mén - tryc trang c6 thé
do bom bong khong du &p luc, hoic hé thong
bi ro khi, hodac chirc nang sinh 1y cta hau
mon - truc trang chua truong thanh (nhém
tré so sinh)*. Duong tinh gia trong sinh thiét
hat truc trang hiém gap®.

Két qua “khong thé két luan” thuong gap
nhat & phuong tién chan doan sinh thiét hit.
Nguyén nhan do mau mé sinh thiét qua nong
khong lay duoc 16p dudi niém dé khao sat.
Nguoc lai, X quang dai trang khong cé két
qua “khéng thé két luan” *. Chung tdi khong
ghi nhan truong hop khong thé két luan do
da cha dong chi nhan vao nhitng mau du 16p.

So sanh sinh thiét hat nhugm Calretinin
véi nhugm HE

» Nhuom Hematoxylin - Eosin (HE)

Sw hign dién ciia té bao hach than kinh

Trén tiéu ban HE, chan doan loai trir
bénh Hirschsprung khi phat hién té bao hach
than kinh. Trong nghién ctiu nay, té bao hach
than kinh hién dién trén 107 truong hop. Tuy
nhién, khéng bénh Hirschsprung thyc sy chi
c6 98/107 truong hop. D6 vaoi hau hét cac
truong hop, té bao hach than kinh ding
thanh tirng nhém 2 - 5 té bao va nam duéi co
niém. Tuy nhién, van c6 nhiing ca té bao
hach than kinh dung riéng lé gay kho khin
va nham Ian trong qué trinh chan do4n néu
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chi dya vao tiéu ban HE. Ruét bi viém trong
thoi gian dai din dén sy phat trién cua té bao
viém, cac hach bach huyét & ngay dudi niém
mac, ciing 14 hai yéu td gdy kho khin trong
chan doan néu khéng cé hd tro tir HMMD.
Nhuom HMMD Calretinin gip phéat hién
cac truong hop khong phai  bénh
Hirschsprung con lai. Trong nghién cuu nay,
¢6 4 truong hop té bao hach than kinh dung
rai rac, it va khéng tap trung thanh cum 2 - 5
té bao nhu nhitng trudng hop binh thudng
khac. Nhiing truong hop nay, doi hoi nguoi
doc tiéu ban HE phai c6 kinh nghiém va can
than tranh bo sot. Tuy nhién, véi sy hd trg
cua tiéu ban HMMD Calretinin thi viéc nhan
dién cac té bao than kinh dé dang hon.

Sw trwgng thanh ciia té bao hach than
kinh

Chung tdi khao sét su truong thanh cua té
bao hach than kinh dua trén hinh thai té bao.
Nghién ctru c6 107 trudng hop két luan c6 té
bao hach than kinh, trong d6 43 truong hop
(chiém 40,2%) té bao hach than kinh duoc
danh 1a chua truong thanh. Khi quan sat va
so sanh nhiing té bao duoc cho 1a chua
trudng thanh trén tiéu ban HE va trén tiéu
ban HMMD Calretinin, ching tdi nhan thay
hau hét cac té bao chua truong thanh c6 xu
huéng bit mau nhuém HMMD dam hon so
VGi té bao truong thanh. Hon nita, khong
phai té bao hach than kinh truéng thanh nao
cling bat mau nhuém HMMD?,

» Nhuém héa mbd
Calretinin

Két qua nhuom HMMD cho thay su hién
dién cua Calretinin trén mau mo ruot tap
trung & 3 nhém sau: té bao hach than kinh,
soi than kinh va mé bao. Trong d6, mo bao 1a
dwong khong dic hiéu nhung lai I nhiing té
bao giup cho qué trinh danh gia chét luong
tiéu ban HMMD. Néu cic mod bao duong

mién  dich

244

nhiéu chang té tiéu ban nhudém ting biéu
hién Calretinin do ky thuat. C6 thé do thoi
gian u khang thé qua dai, thoi gian boc 16
khéng nguyén qué lau hoic ndng do khang
thé qué cao; tir d6 phai diéu chinh dé giam sy
biéu hién Calretinin cia mé bao. Bong thoi,
nhiam dam bao su biéu hién cua Calretinin 1a
dung, nhitng anh huong tir cac yéu to ky
thuat nhuom HMMD da dugc loai trir, chdng
tdi thuc hién nhuom mau bénh nhan véi mau
chiing 1a mé rudt gia binh thuong trén moi
tiu ban nhuom. Su biéu hién caa Calretinin
trén nhitng soi than kinh rat 1a diac hiéu dé
loai trir bénh Hirschsprung. Tuy nhién, can
phan biét rd rang gitta Calretinin duong tinh
trén soi than kinh va duong tinh trén sgi than
kinh phi dai. Duong tinh trén soi than kinh
phi dai dugc xem la &m tinh va khéng cé y
nghia trong chan doan loai trir bénh
Hirschsprung. Theo Bang Hoang Minh,
Calretinin dwong trén soi than kinh cd y
nghia dac biét quan trong trong chan doan
giai phau bénh nhiing truong hop mau bi 15i
chi ¢6 niém mac hoic chi lay téi co niém,
khong thé danh gia bang tiéu ban nhuom HE
dugc. Nhing truong hgp nay, Calretinin sé
dwong tinh trén nhing soi than kinh xen k&
vao 16p mo dém dudi niém mac, diéu nay
chtrng t6 c6 sy hoat dong binh thuong cua hé
théng than kinh ruét va loai trir bénh
Hirschsprung®. Trén té bao hach than kinh,
sy biéu hién cua Calretinin c6 mot sé diém
khéc biét va khong dong nhét. Theo y van va
huéng dan caa nha san xuat, nhuém HMMD
Calretinin b4t mau trén ca nhan va bao
twong®. Tuy nhién, trong nghién cau nay,
ching t6i khao sét tat ca cac truong hop co té
bao hach than kinh va nhan thiy: khéng phai
té bao hach than kinh nao ciing dwong trén
nhan, mot sé té bao chi dwong trén bao
tvong. Trong mdt nhom té bao hach than
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kinh thi van c6 nhitng té bao khong duong
tinh c6 bao twong rong va nhan sang, min.
Trén tiéu ban HE, nhitng té bao nay thé hién
la mot té bao truong thanh. Dudng nhu, biéu
hién cua Calretinin cling mo nhat hon &
nhitng té bao than kinh thugc dam rdi
Auerbach so vai té bao than kinh thuoe dam
réi Meissner. Ngoai ra, khi kiém tra md
ching, chdng t6i nhan thdy nhiing té bao
hach than kinh thuoc dam réi Auerbach c6
xu huéng bit mau maé nhat, trong khi nhitng
té bao hach than kinh thuéc dam rdi
Meissner van bit mau Calretinin dam. Diéu
nay cd I€ phu thuéc vao chuc nang sinh ly
khéc nhau ctia hai dam rdi.

V. KET LUAN

Trong nghién cau, sinh thiét hat tryc
trang voi nhuom hdéa md mién dich
Calretinin c6 gia tri cao nhat trong chan doan
bénh Hirschsprung.

TAI LIEU THAM KHAO

1. Pang Hoang Minh (2016), "Vai tro cua
nhuom héa mé mién dich trong chan doan
bénh phinh dai trang bam sinh", Luan vin
Thac s Y hoc, Pai hoc Y Duoc TPHCM,
TPHCM.

2. Ambartsumyan L, Smith C, Kapur RP.
(2020), "Diagnosis  of  Hirschsprung
Disease", Pediatric and developmental
pathology : the official journal of the Society
for Pediatric Pathology and the Paediatric
Pathology Society, 23, pp. 8-22.

3. Chi S, Fang M, Li K, Yang L, Tang ST.
Diagnosis of Hirschsprung's Disease by
Immunostaining Rectal Suction Biopsies for
Calretinin, S100 Protein and Protein Gene
Product 9.5. J Vis Exp. 2019 Apr 26;(146).

4. De Lorijn F, Kremer LC, Reitsma JB,
Benninga MA. (2006), "Diagnostic tests in
Hirschsprung disease: a systematic review",
Journal of pediatric gastroenterology and
nutrition, 42, pp. 496-505.

5. Garcia R, Arcement C, Hormaza L,
Haymon ML, Ward K, Velasco C, et al.
(2007), "Use of the recto — sigmoid index to
diagnose Hirschsprung's disease™, Clinical
pediatrics, 46, pp. 59-63.

6. Guinard-Samuel V, Bonnard A, De
Lagausie P, Philippe-Chomette P, Alberti
C, El Ghoneimi A, et al. (2009), "Calretinin
immunohistochemistry: a  simple and
efficient tool to diagnose Hirschsprung
disease”, Modern pathology : an official
journal of the United States and Canadian
Academy of Pathology, Inc, 22, pp. 1379-
1384.

7. Marta J, Ondiej S, Jifi T. (2019),
"Immunohistochemical diagnostics  of
Hirschprungs disease  using  calretinin”,

Ceskoslovenska patologie, 55, pp. 53-59.

8. Serafini S, Santos MM, Tannuri ACA, Di
Loreto C, Gongalves JO, Tannuri U. A
new systematization of histological analysis
for the diagnosis of Hirschsprung's disease.
Clinics (Sao Paulo). 2023 Apr 17;78:100198.

245



