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analysis and PCR testing to detect PML/RARa, AML1/ETO, CBFB/MYH1 fusion genes. Results and
conclusions: (1) Rate the patient were detected t(15;17)(q21;q22')/ the patient with PML/RARa positive
was 56.25% (9/16). (2) Rate the patient were detected (8;21)(q22;q22)/ the patient with AML1/ETO
positive was 52.9% (9/17). (3) In 7 patienst with CBFB/MYHH positive no one was detected inv(16)

(p13q22).
Keywords: PML/RARa,

CBFB/MYH11

t(15,17)(922;921), t(8,21)(q22;q22), AMLI1/ETO inv(16)(p13q22),

CAC DOT BIEN DONG MAM TAI VUNG NONG CUA GEN APC
G CAC BENH NHAN UNG THU DAI TRUC TRANG
THE DA POLYP TUYEN GIA DINH

Nguy&n Phuong Anh’, Nguy&n Nghiém Luat’, Tran Véan Khanh?
'Bénh vién K; Trudng Pai hoc Y Ha Noi

Muc tiéu: céc dot bién dong mam & gen Uc ché khéi u APC (tumor-supresor adenomatous polyposis coli)
¢6 lién quan vdi ung thu dai tryc trang thé da polyp tuyén gia dinh. Muc dich cia dé tai nay la phét hién céac
dot bién dong mdm tai ving néng trén exon 15 cia gen APC & cic bénh nhén ung thu dai truc trang thé da
polyp tuyén gia dinh & Viét Nam. Déi tugng va phuong phap nghién ciu: gen APC clia cic bénh nhan ung

_thu dai truc trang thé da polyp tuyén gia dinh dugc khuéch dai bing ky thut phan Ung chudi polymerase
(PCR), sau chudi DNA dugc xéc dinh trinh v truc ti€p dé phat hién cac dot bién dong mém. Két qua: da
phét hién cac dot bién diém & 21 bénh nhan vdi ty 1& phat hién dot bién 12 16/21 (76,2%), bao gdm dot
bién dich khung (cai 1 bp, x6a 1 bp, x6a 2 bp) la 34/39 (87,2%), dét bién thay thé bp (thay thé 1 bp va 2 bp)
la 5/39 (12,8%) va dot bién vd nghia (sfop codon) la 13/ 21 (61,9%). Khéng phat hién dugc céc dét bién
doan Ién & cdc bénh nhan néy. K&t ludn: (1) B3 phét hién cac dot bién dich khung (cai 1 bp hodc xda 1-2
bp), dot bién thay thé bp (1-2 bp) va cac md v nghia & ving néng cta gen APC & bénh nhan ung thu dai
truc trang thé da polyp tuyén gia dinh Viét Nam. (2) Khéng phat hién dugc dot bién doan Ion & ving néng

. ctia gen APC & cac bénh nhan nay.

T khéa: gen APC, ung thu dai truc trang

I. DAT VAN PE

Cac dot bién dong mdm & gen Gc ché khdi u
APC (tumor - supresor adenomatous polyposis coli
gen: APC) la nguyén nhan cla hdu hét cac trusng
hop da polyp tuyén gia dinh (hereditary familial
adenomatous polyposis: FAP) [5, 9]. Da polyp
tuyén gia dinh 1a mét r8i loan di truy‘é\n tréi clia
nhiém sic thé thuang (autosomal dominant inher-
ited disorder) chi€m khodng 1% cdc ung thu dai
trang néi chung. Pa polyp tuyén gia dinh dugc

dac trung béi tir hang tram dén hang nghin céc

polyp tuyén trong dai truc trang va c6 kha nang
tién trién thanh ung thu dai tryc trang [9]. Do d6,
viéc chdn doan sém da polyp tuyén gia dinh &
nhing thanh vién trong gia dinh c6 nguy co la rat
quan trong dé ngan ngifa su phét trién cda ung
thu. Nh& nghién ciiu sang loc cdc thanh vién gia
dinh bi da polyp tuyén gia dinh, ngudi ta da phét
hién hon 300 dét bién dong mam khac nhau ¢
gen APC. Khoang 95% céc dot bi€n dich chuyén
va v6 nghia gdy nén su cdt ngdn cdc protein APC
[5, 9]. Su m&t chic ndng cdc protein APC lam
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ching khong ¢ khd nang dc ché su phat trién
clia ung thu dai tryc trang. Muc tiéu:

Phat hién cic dét bién dong mam trong viing
nong cia gen APC & cic bénh nhin ung thu dai
truc trang thé€ da polyp tuyén gia dinh & Viét Nam.

. POl TUGNG VA PHUONG PHAP
NGHIEN CUU
1. P8i tugng nghién cifu

Trong nghién clu nay, ching téi da phan tich
gen APC & viing néng & 21 bénh nhan ung thu dai
tric trang thé da polyp tuyén gia dinh, ‘gdm 15

nam va 6 ni, tdi ti 18 - 62, di dugc xdc dinh

bang lam sang va gidi phau bénh.
2. Phuong phap nghién cdu

Trong nghién cdu nay, cdc ky thudt sinh hoc
phan t& nhu tach chiét DNA t bach cdu méu
ngoai vi, khuéch dai DNA bing PCR va xac dinh
trinh t# DNA da dugc st dung.

- Chiét xuit DNA: DNA dugc chiét xuat t
cdc bach cdu clia méu ngoai bién bing Phenol/
Chloroform. D& tinh sach cda san phe”fm DNA
dugc kiém tra trén mdy quang phd & budc séng
260/280 nm.

Bang 1. Cic primer st dung dé khuéch dai cic doan nucletid nim trong viing néng ctia exon 15 ctia gen APC

Poan

DPoan nucleotid dugc Kich thugc

Céc primer (mdi xudi va méi ngugc) khuyéch dai (codon) khuéch dai (bp)
15-2B 5" - GTCAATACCCAGCCGACCTA - 3° 998 - 1176 536

5" - AGGCTGATCCACATGACGTT - 3/
15-2C 5 - TTCCAACCACATTTTGGACA - 3° 1083 - 1231 536

5" - GAGCTGATTCTGCCTCTTGG - 3/
15-38B 5" - CAGACGACACAGGAAGCAGA - 3’ 1287 - 1467 542

5" - GCAGCTTGCTTAGGTCCACT - 3

- Khuéch dai DNA bing phan (ing PCR: san
phdm DNA tinh sach dugc khuéch dai bing PCR
(Polymerase Chain Reaction) st dung mdy luan nhiét
Thermal cycler (Nhat) [5). Vi phan 16n cac dot bién
dong mdm xay ra & codon T061 va 1309, thudc viing
néng (hotspot) clia gen APC, chiém téi 1/3 t6ng s6
cac dot bign dong mdm nén ching t6i da xac dinh
cic dot bién dong mam trong viing néng clia exon

15 clia gen APC. Gen APC trong nghién clu nay
dugc khuéch dai 8 3 doan nucleotid bao phi ving
néng tif codon 998 dén codon 1467. Cac primer s
dung cho phan (ing PCR dugc chira & bang 1.

Phan ing PCR cé chu ky nhiét v dong la: bign
tinh DNA & 94°C trong 5 pht, tiép theo 1a khuéch
dai DNA véi 35 chu ky (gom bién tinh & & 94°C/ 1

phut, bit cap & 58°C/ 1 phit va kéo dai chudi &
72°C/ 3 phat), cudi cting G & 72°C trong 7 phuit.

- D4 tinh sach ctia sdn phdm PCR dugc xic
dinh nho dién di trén gen agarose 2%, nhuém
véi ethidium bromide va doc duéi dnh sdng cta
tia t ngoai.

- Gidi trinh tu gen: thi tu nucleotid clia sdn
PCR dugc xac dinh bdng BigDye
Terminator 3.1 Cycle Sequencing Kit, thuc hién

phdm

trén mdy Phan tich gen ABI Prism 3100 Cenetic
Analyzer (Hoa Ky) va st dung cac primer tugng ty
nhu & phan (ing PCR. Chubdi polypeptid ciia DNA
thu dugc dugc so sanh vai trinh ty DNA c@a Gene
bank dé€ xac dinh céc dot bi€n. Chudi polypeptid

cing duoc phan tich va so sanh véi Protein bank.
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1. KET QUA

Nhiing dot bi€n dich khung (frameshift
mutations) nhu cai thém bp hodc xéa bp, dét bién
thay thé€ bp (base substitutions) va cic dbt bién vo

nghia (nonsense mutations) tao nén stop codon &

viing néng (hotspot) trén exon 15 cta gen APC &

bénh nhan ung thu dai trang thé da polyp tuyén -
gia dinh dugc phat hién nhg gidi trinh tu chubi

DNA va phan tich trinh ty cdc acid amin trong

chudi polypeptid tuong (ing.

1. Nhiing dot bién dich khung dich ma (frameshift mutations)
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Hinh 1. K&t qua giai trinh tu cu thé cGa mét doan nucleotid 3B trén exon 15 cta gen APC ctia bénh nhan

s6 42 va két qua so sdanh véi DNA clia géne bank va chubi polypeptid tuong tng: su cai thém 2 bp CT &

codon 1362 tao nén mét dét bién dich khung da lam chuyén dich hai bp trong chuéi, din dén tao thanh
mét stop codon (TGA) & codon 1373, vén la CCT (Pro).

So sanh doan 3B trén exon 15 cda gen APC clia bénh nhan s6 42 vGi DNA cla gene bank:

Cai thém CT

GG

" So sdnh cac chudi polypeptid tuong tng:

Glu lle Ser Leu Ser Lys Arg Gly Ala His Thr Pro Lys Ser Pro * Glu Leu

Ala Lys Ser Pro Ser Lys Ser Gly Ala GIn Thr Pro Lys Ser Pro Pro Glu His

Stop codon

G TCTCE‘L’TECC -~ GGEGCGECTC ¢ CCCCe G- GCOCCTE G CT TGTGCT Bénh nhan
30606« TCTCCCTC L nGTEETECTE G €00 C - GTCCACCT G Bl TETETT

Gene bank

Bénh nhan

Protein bank

Hinh 2. So sianh doan 3B trén exon 15 cta gen APC cta bénh nhan s& 42 vdi DNA ctia gene bank va cic

chuéi polypeptid tuong ung *Stop codon

Nhitng dét bi€n dich khung (cai thém hoac
x6a bp), thay thé bp va cac doét bién vo nghia &
ving néng trén exon 15 cla gen APC g 20 bénh
nhan ung thu dai trang thé da polyp tuyén gia
dinh duoc trinh bay tém tit & bang 1.

Cac dét bién dich khung chiém 33/39 (84,6%)
téng s6 dot bi€n, dugc phat hién & 15/ 21 (71%)
bénh nhén, trong dé, dét bién cai 1 bp 13 2 (gdp &
cting 1 bénh nhan), cai 2 bp 1a 1 va s6 dét bién

x6a 1 bp 1a 29 (gdp & 14 bénh nhin), d6 bién x6a

2 bp 14 3 (gap 6.1 bénh nhan) (bang 2).

2. Nhiing dgt bién thay thé bp (base substitutions)
Cac dot bien thay thé base chiém 5/39

(11,4%) t6ng s dot bién, dugc phat hién & 5/ 21

(19,05%) bénh nhan, trong d6, dot bigh thay thé

1 bp 12 2 (gdp & 2 bénh nhdn) va 58 dot bién thay

th& 2 bp 1a 3 (gip & 3 bénh nhan) (bang 2).

3. Nhiing ma vo nghia (nonsense hodc stop codon)

S8 stop codon dugc phdt hién la 56, gip ¢
13/21 (61,9%) s6 bénh nhéan (bing 7).
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Bang 1. Nhdng dgt bién & vang ndng trén exon 15 cia gen APC
& 21 bénh nhin ung thu dai tryc trang th€ da polyp tuyén gia dinh

3(;) Codon  Kiéu dot bién Ssigft Thay déi codon Scéoj?np Bénl:_;hén
1 1002 Xdéa 1 bp: A 3 Dich khung ' 11, 26, 54
2 1012 Leu— stop (TAG) 3 11, 26, 54
3 1016 lle— stop (TAA) 3 11, 26, 54
4 1027 Leu— stop (TGA) 3 11, 26, 54
5 1046 Ile— stop (TAA) 3 11, 26, 54
6 1047 . Ile— stop 3 11, 26, 54
7 . 1051 lle— stop (TAA) 3 11, 26, 54
; s X6a 1 bp: A 5 Dich khung ] iz ;3 42,

Thay 2 bp: AATATG 1 Asp—sMet : : 49’
9 1112 X6albp:A "1 Dichkhung ' 49

10 1116  Cailbp:T 1 Ile— stop (TAA) 3 6, 1.1, 26, 54
11 - 1118 Cailbp: G 1 Dich khung 6
12 1125 | Val- stop (TAA) - 6 12121 i;’ :12'
13 1128 Ser— stop (TAA) 1 6
14 1143 Tyr— stop (TGA) i 49
15 1144 ' Ser— stop (TGA) 1 49
16 1148 : Ser— stop (TGA) 1 49.

17 1153 His— stop (TGA) 1 49
18 1155 Ile— stop (TAA) 3 11,26, 54
19 . 1157 ~ Glu— stop (TGA) 1 49
204 159 ' Pro— stop (TGA) 1 49
21 . 1160 Thay 1 bp: GAASTAA ; 1 Glu—stop (TAA) o 46
22 1164 - Lys— stop (TAG) 5. iz, ??' 42
25 1167 = Lys—> stop (TAA) 16
24 1181 ? Lys— stop (TAG) 5 12121 ?? 42,
25 1184 i ol . Lys— stop (TAA) 1 6
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So

Tong s6 39

58 < Y 0 Bénh nhan
T Codon  Kiéu dot bién d(f)‘t« Thay dbi codon stop P
bién ~codon
26 1186 ~ Asp—> stop (TGA) 1 49
27 1195 Phe— stop (TAA) 1 49
28 1206 Phe— stop (.TAA) 1 49
29 1229 Xéa1lbp:G 1 Dich khung 54
30 BZ; Thay 2 bp: ACAGGA >ACCAGA 1 ThreThr Gly—Arg 11
31 1306 Xdéa1lbp:A 4 Dich khung 5, 6,46, 54
32 1307 lle— stop (TAA) 4 5,6, 46, 54
33 1308  Xéalbp:A 3 Dich khung 5,6, 54
34 1309 Xéalbp:A 1 Dich khung 52
35 1312 Xéalbp:C - 1 Dich khung 14
36 1313 Thr— stop (TGA) 1 52
37 1314 Thay 1 bpr ACTHATT - 1 Leu—Thr 8
38 1316 Ala— stop (TGA) 1 52
39 1320 Val— stop (TGA) 2 14,52
. 40 1322  Xéalbp:C . 1 Dich khung -~ 14
41 1325  Xdéa1bp:C 2 Dich khung 34, 35
42 1328 " Xéalbp:G 2 Dich khung 34, 35
43 1330° Pro— stop (TGA) 1 14
44 1333 Xbéalbp:A . 2 Dich khung 34, 35
. 45 1340 Xéalbp:C 1 Dich khung 14
46 1453  Thay 2 bp: GTAGAT 1 Val-lle 26
47 1354 X6a 2 bp: AT 1 Dich khung 2
48 1461 Xéa 1 nu: TGA— - GA 1 Dich khung 11
49 1362 Cai2bp:CT ‘ 1 Dich khung 42
50 1373 ' Pro— stop (TGA) 1 42
51 1389  Xéa 2 bp: TA 1 Dich khung 42
52 1394  Xoéa 2 bp: GA 1 Dich khung 42
53 1396 Asp—> stop (TGA) 1 42
54 1421 Ser— stop (TGA) 1T - 42
S 65




TCNCYH 69 (4) - 2010

Bing 2. Phan loai cdc dot bién & ving ndng trén exon 15 ctta gen APC & 21 bénh nhin

ung thu dai truc trang th€ da polyp tuyén gia dinh

Kiéu dot bién

S bénh nhan c6 dot

5§ :
Odoanbien e (benh nhin s5)

1. b6t bi€n gay chuyén dich bp:

Cai 1 o
34/39 (87,2%) Cai 1 bp 2(5,1%) 1(6)
X6a 1 bp 29 (74,4%)  14(5,6,11, 14, 24, 26,
33, 34, 35, 42, 46, 51,
3(7,7%) 52, 54)
Xéa 2 1.(42)
2.D6t bién thay thé bp: 5/39 (12,8) Thay thé 1 bp 2(5,1%) 2 (8, 46)
: Thay thé 2 bp 3(7,7%) 301,26, 49)
Téng s6 (%) 39 (100%) 16/21 (76,2%)

IV. BAN LUAN
Nhiing dét bi€n dich khung (frameshift), thay

thé bp (base substitutions) va cic dét bién vo
nghia (nonsense hay stop codon) & ving néng
(hotspot) trén exon 15 clia gen APC & 21 bénh
nhan ung thu dai trang thé da polyp tuyén gia
dinh da dugc phat hién.

Vé nhiing dét bign dich khung (frameshift
mutations): Cac dét bién dich khung chiém 34/39
(87,2%) t6ng s6 dot bién, dugc phat hién & 16/ 21
(76,2%) bénh nhan, trong dé, d6t bién cai 1 bp 13
2 (gdp & cung 1 bénh nhéan) va s6 dot bién xéa 1
bp 1a 29 (gap & 14 bénh nhan (bdng 2). C4c dot
bién dich khung trén gen APC ciing dugc nhiéu
tdc gid nudc ngoai phat hién [4, 6, 7, 9]. Nhfrhg
dét bién dich khung nhu cai hodc xéa 1 hoic 2
bp, gay nén su chuyén dich cdc nucleotid trong
DNA. Vi b6 ba ma héa gébm 3 nucleotid nén su
chuyén dich 1 hodc 2 nucleotid c6 thé tao thanh
cac ma vo nghia nhu TAA, TAG hodc TGA.

Vvé nhiing dot bién thay thé bp (base
substitutions): Cac dot bién thay th& base chiém
5/39 (12,8%) téng s6 dot bién, dugc phdt hién &
5/ 21 (23,8%) bénh nhan, trong d6, dot bign thay

th& 1 bp 13 2 (gdp & 2 bénh nhan) va s6 dot bién
thay th€ 2 bp la 3 (gdp & 3 bénh nhén (bang 2).
Céc dot bi€n thay thé c6 thé bién mot b ba mat
mi ma héa cho mét acid amin nay thanh mét bo
ba mat m3 ma héa cho mét acid amin khac hoac
bi€n b6 ba mit ma nay thanh mdt bd ba vo
nghia. Vi dy: § bénh nhéan s6 8, su thay 1 bp la C
thanh T da bién codon 1314 ACT thanh ATT,
nghia 12 lam d&i Leu thanh Thr trong protein APC;
con & bénh nhan s6 46, su thay ddi 1 bp 13 G
thanh T da bi€n codon 1314 GAA thanh TAA,
nghia 13 bién Glu thanh 1 stop codon (TAA). Céc
dét bi€n thay thé bp trén gen APC ciing dugc
nhiéu tdc gid nudc ngoai phat hién [1, 2, 5, 9].

Vé nhing ma v6 nghia (nonsense hodc stop
codon): 56 stop codon 1a 65, gdp & 13/21 (61,9%)
s6 bénh nhan (bdng 7). Cdc dot bién vé nghia
trén gen APC cling dudc nhiéu téc gid nudc ngoai
phat hién [7, 9, 10]. Nguyén nhan xudt hién cic
stop codon trong chudi nucleotid clia gen APC I3
do cac dot bién dich khung (cai hodc x6a 1 hoic
2 bp) hodc dét bién thay thé 1 hodc 2 bp din dén
sy xudt hién mét trong cdc bo ba ma hda vé nghia
nhu TAA, TAG va TGA. Cdc ma diing (stop codon)
nay lam céc protein APC tuong (ing dugc t8ng hgp

1
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s&¢ ngdn hon binh thudng. Diéu nay lam cho
ching mat chitc nang ¢ ché khéi u va nhu vay,
ung thu dai tryc trang sé c6 diéu kién phat trién.
MGt s6 tac gid nudc ngoai da phat hién cé su
doét bién x6a doan 5 bp 14 ACAAA & codon 1061
va AAAGA & codon 1309 v6i ty 1& mot vai % 5,
9]. Tuy nhién, tai cac codon nay, chiing t6i chua
phat hién dugc cdc dét bién xéa doan.lé6n nhu
vay. Diéu ndy c6 thé do s8 luong bénh nhan

nghién ctiu ctia ching t6i con chua nhiéu.

V. KET LUAN

Da phat hién cic dét bién dich khung (cai va
x6a 1 - 2 bp), dot bién thay thé bp va mi vé
nghia & viing néng clia gen APC & bénh nhan ung
thu dai tryc trang thé di truyén da polyp tuyén gia
cinh Viét Nam.

Khong phat hién dugc dot bién doan 16n &

viing néng cha gen APC 8 cac bénh nhan nay.
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Summary

GERMLINE MUTATIONS IN HOT SPOT AREA OF EXON 15 OF APC GENE IN VIETNAMESE
PATIENTS WITH FAMILIAL ADENOMATOUS POLYPOSIS (FAP) COLORECTAL CANCER

GCermline mutations in the tumor - supresor adenomatous polyposis coli (APC) gene are associated with
hereditary familial adenomatous polyposis (FAP) colorectal cancer. Objective: To detect -germline
mutations in hostpot area on exon 15 of the APC gene in Vietnamese colorectal cancer patients with FAP.
Methods: APC gene from colorectal cancer patients with FAP was amplified by polymerase chain reaction
(PCR) and then direct sequencing to determine germline mutations. Results: There were gene micromuta-
tions in. 21 patient with micromutation detection rate of 16/21 (76.2%), including frameshift mutation
(1 bp insertion, 1 bp and 2 bp deletion) rate was 34/39 (87.2%), base substitution mutation rate {1 bp and
2 bp substitution) was 5/39 (12.8%), and the stop codon (nonsense codon} rate of the patients was 13/21
(61.9%). Large fragmant deletions were not detected in the patients. Conclusions: The frameshift
mutations (1 bp insertion or 1 bp and 2 bp deletion), base substitution mutations (1 bp or 2 bp) and stop
codons were detected, but the large fragmant mutations were not detected in hostpot area of APC gene in

Vietnamese familial adenomatous polyposis patients.

Keywords: APC gene, colorectal cancer

CAC TYP GEN cagA VA vacA CUA VI KHUAN
HELICOBACTER PYLORI TRONG UNG THU DA DAY

Tran Thién Trung', Quach Trgng Pic', Cao Minh Nga',

H& Huynh Thay Duong?, Nguy&n Tudn Anh?®, Trdn Anh Minh*

"Pai hoc Y - Dugc thanh phé Hé Chi Minh; 2Truéfng Pai hoc Khoa hoc Ty nhién -
Pai hoc Qudc gia thanh phé H6é Chi Minh; *CT CNSH Khoa Thuong - thanh phé H6
Chi Minh; *Trudng Pai hoc Y khoa Pham Ngoc Thach thanh phé Hé Chi Minh

Muc tiéu: nghién cdu dinh typ gen cagA va cdc typ gen vacA cda vi khudn Helicobacter pylori (H.
pylori), va méi lién quan dén ung thu da day & bénh nhan khu vuc mién Nam Viét Nam va thanh phé Hé
Chi Minh. Déi tugng va phuong phip nghién cidu: (& thang 12/2008 dén thang 5/2010, tai bénh vién Dai
“hoc Y Dugce TP. H6 Chi Minh va Trudng Pai hoc Khoa hoc Ty nhién TP. H6 Chi Minh, chdng t6i tién hanh.
nghién cuu céc typ gen cla vi khudn H. pylori bing phuong phap multiplex PCR. Nghién ctu bénh ching
g6m 126 bénh nhan ung thu dugc mé cit 2/3 da day, nao hach R2, trong s6 nay cé 96 bénh nhan ung thu da
day; va 93 bénh nhén viém da day cé H. pylori - duong tinh dugc chdn doén bing PCR, CLO test, va Gigi
phiu bénh. K&t qua: trong 162 bénh nhan (71 ung thu va 91 viém da day), gen cagA (+) 1a 95,7% (150/157),
8 bénh nhén ung thu da day la 100% so véi 92,3% (84/91) viém da day, p = 0,018, ty s6 chénh = 1,845
(KTC 95%, 1,597 — 2,133). Gen vacA s1 1a2 98,1% (156/159), & ung thu da day la 100% (68/68) so véi 96,7%
(88/91 ) viém da day; gen vacA s2 la 3,3% (3/91) va chl gip & viém da day, vdi p = 0,261. Gen vacA m1 la
50,6% (81/160), & ung thu da day la 63,8% (44/69) so véi 40,7% (37/91) viém da day;, Gen vacA m2 I3
49,4% (79/160), ung thu da day la 36,2% (25/69) so v6i 59,3% (54/91) viém da day, p = 0,004, ty s6 chénh =
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