Chédn dodn tdi sdp xép gen ALK bang héa mé mién dich...
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TOM TAT

Phan mé dau: Chan doan biéu hién tai sdp xép gen ALK gén day duoc sir dung bang ky thuat nhudém
héa mé mién dich véi khang thé dic hiéu D5F3 Ventana. Bén canh céc ky thuat chan doén khac nhuw
nhuém FISH, giai trinh tw gen thé hé moi. Ky thuat chan doan ALK vé&i nhuém hod mé mién dich da duoc
céng nhén va duoc st dung rong réi trén thé gici.

Phwong phap nghién cteu: hoi ciru, thbng ké moé ta trén 96 trurong hop ung thu phéi carciném tuyén cé
dot bién EGFR (-). Thuc hién chén doan ALK bang nhuém héa mé mién dich véi khang thé D5F3 Ventana.
So sénh véi két qua chén doén ALK bang ky thuét gidi trinh tw gen thé hé mdi.

Két qua: Ti 1é phat hién ALK: 7,29%. D6 nhay: 87,5%. DO déc hiéu: 100%. Gia tri tién lwong duong:
100%. Gié tri tién luong am: 98,87%. Gié tri téng quét: 98,96%.

Két luan: Két qua nghién ctru cla chung téi cho thdy gia tri cao cta ky thuat héa mé mién dich véi
khéng thé d&c hiéu D5F3 Ventana trong chén doén bién déi gen loai tai sdp xép ALK . Ky thuét nay ciing
da duoc cong nhén trén thé gisi va qua két qua nghién ctru nay ciing co thé ap dung réng rai tai Viét Nam
trong céc phong xét nghiém chuyén khoa gidi phdu bénh.

Ttr khéa: Tai sdp xép gen ALK, Carciném tuyén, Khéng thé ALK D5F3 Ventana, Phuong phép nhuém
huynh quang lai ghép gen tai ché FISH, Giéi trinh tw gen thé hé méi.

ABSTRACT
DIAGNOSIS FOR ALK REARRANGEMENT BY IMMUNOHISTOCHEMISTRY
IN LUNG CANCER ADENOCARCINOMA AT PNT HOSPITAL - HO CHI MINH CITY
Nguyen Son Lam’, Tran Dinh Thanh?

Introduction: Actually, diagnosis for ALK gene rearrangement has been used by IHC staining technique
with the D5F3 Ventana specific antibody. In addition to other diagnostic techniques such as FISH staining,
next generation sequencing. The technique of ALK with IHC staining has been recognized and widely used
in the world.

Methods: A retrospective and descriptive statistics research on 96 cases of lung cancer adenocarcinoma
with negative EGFR mutation which have been performed diagnosis ALK rearrangment by immunohisto-
chemistry with D5F3 Ventana antibody and compared to the ALK diagnosis by next generation sequencing.
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Results: ALK detection rate: 7.29%, Sensitivity: 87.5%, Specificity: 100%, Positive Predictive Value:
100%, Negative Predictive Value: 98.87% and Overall Value: 98.96%.
Conclusion: Our research results demonstrate the high value of IHC with the D5F3 Ventana specific

antibody in ALK rearrangement diagnosis. This technique has also been recognized around the world and

this research result can also be widely used at pathology laboratory in Vietnam.

Key Words: ALK Rearrangement, Adenocarcinoma, ALK Antibody D5F3 Ventana), FISH: Fluorescence

in situ hybridization, Next Generation Sequensing.

I. PAT VAN PE

Trong ung thu phdi khong t& bao nho, dot bién
gen EGFR chiém ti 1& cao nhat (40 — 50% & céc
bénh nhan Chau A) va c6 cac tng dung 1am sang
dat hidu qua cao nhét [10, 16]. Tuy nhién, bén canh
mot loai dot bién khéc ciing c6 y nghia diéu tri quan
trong do di c6 cac thudc nhiam t6i dich diéu tri nay.
D6 1a loai dot bién do tai sap xép gen ALK (ALK
Rearrangement). Hién nay, trén thé giéi c6 nhiéu
k¥ thuat chan doan ALK nhu: k¥ thuat lai ghép gen
tai chd co gan huynh quang (FISH: Fluorescence
in situ hybridization), Giai trinh tu gen thé h¢ moi
(NGS: Next Generation Sequesing), va gan day k¥
thudt hoa md mién dich voi cac khang thé dic hiéu
nhu D5F3 Ventana ciing da dugc cong nhén va st
dung rong rai (FDA, IASLC, CAP, AMP, NCCN,
ASCO, ESMO..)) [1, 3, 6, 9, 11, 15, 18, 19, 21].
Theo céc thong ké trén thé gidi, biéu hién tai sip
xép gen ALK chiém khoang 2-6% cic dot bién
trong ung thu phdi khong té bao nho. Tai Viét Nam,
chua c6 cac nghién ctru danh gia vé biéu hién dot
bién gen nay.

Chung t6i dua ra nghién ctru voi cac myc tiéu sau:

1) Khdo sdt ti 1¢ tdi sip xép gen ALK trong cdc
trwong hop ung thw phéi loai carciném tuyén.

2) Gid tri chin dodn biéu hién tdi sdp xép ALK
béing ky thudt héa mé mién dich véi khéng thé dic
hi¢u DSF3 Ventana.

II. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. P6i twong nghién ciru

Céc bénh nhan nhép vién BV.Pham Ngoc Thach
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c6 chan doan ung thu phoi loai carcindm tuyén da
c¢6 chin doan dot bién EGFR (-) trong hai thang tir
01/10/2017 &n 31/12/2017.

2.2. Phwong phap nghién ciru

Chung t6i thyc hién nghién ctru hdi ctru, mé ta
loat [am sang bénh nhan c6 chan doan xac dinh ung
thu phoi loai carcindm tuyén dua vao xét nghiém
giai phau bénh trén cac bénh pham cua phoi. Cac
s6 liéu sau khi thu thap s& dugc ma hoéa va nhap
vao may vi tinh, st dung phan mém Stata 10 dé xur
ly. P nho hon 0,05 s¢ dugc xem nhu c6 y nghia. St
dung phép kiém chi binh phuong dé so sanh ti 1¢
khac biét cho cac bién dinh tinh. Tat ca cac phuong
phap kiém dinh gia thuyét dugc thyc hién bang cach
sit dung kiém dinh 2 bén (two-sided alternatives).
Ngudng y nghia 13 0,05 (p < 0,05) dé chap nhan hay
bac bo gia thuyét thong ke.

2.3. Chit liéu nghién ciru

Cic bénh pham dac khdéi nén (Paraffin
Embedding) bao gdm: bénh phim qua soi phé quan,
bénh pham sinh thiét dudi huéng din CT-Scan,
bénh pham phau thuat phéi (phau thuat phdi ho, ndi
soi 16ng nguc dudi man hinh video (VATS: Video-
Assisted Thoracoscopic Surgery), bénh pham sinh
thiét mang phdi (sinh thiét mang phdi bang kim
Abrams, Castelain hay qua ndi soi mang phdi) va
bénh pham sinh thiét cac ton thuong di can (hach,
moé mém, xuong...). Cac bénh pham dic khéi nén
nay dugc thuc hién nhuém héa moé mién dich véi
khang thé diac hiéu ALK D5F3 Ventana. Sau d6 s&
duoc doc chan doan dudi kinh hién vi quang hoc
va tinh diém theo tiéu chudn cia cong ty san xut

khang thé Ventana (Tinh diém hai loai: duong tinh
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va am tinh)[2, 5, 12, 16, 19]. Két qua nhuém hoa
mo mién dich ALK D5F3 dugc so sanh véi két
qua giai trinh tu gen thé hé méi (Next Generation
Sequensing) voi hé thong may Ion GeneStudio S5
Series System cua ThermoFisher Scientific (Gene
Pro Center, Chulalongkuar University, Bangkok,
Thai Lan). Cac tri s6 duogc tinh toan bao gérn: do
nhay, d6 dac hi¢u, gia tri tién lugng duong, gia tri
tién luong Am va gia trj tong quat ciia phuong phap
chan doan héa mdé mién dich ALK D5F3 Ventana
[2,6,8,11,17,19,20,21].

III. KET QUA VA BAN LUAN

3.1. Céc s ligu tong quat

e Tong s6 ca nghién ciru: 96 ca gdm 34 nam, 62 nit.

e Tudi trung binh: 57 + 10,51 tudi.

e S6 ca nhuom ALK D5F3 Ventana duong tinh:
7cal/96ca="729%%

3.2. Phén phoi biéu hién ALK theo loai mé hoc

3.2.1. Theo logi tuyén ché tiét nhdy va khong
ché tiét nhay
___Carcindm tuyén

khéng ché tiét
nhiy 29%

Carcindm tuyén_
nhay
71%
Biéu do 1: Phdn phoi s6 ca ALK D5F3 (+) theo
loai mé hoc Carcindm tuyén cé va khong cé ché
tiét nhay

3.2.2.Theo cdc loai mé hoc cua carciném tuyén
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Biéu do 2: Phdn phéi ALK D5F3 (+) theo cdc logi
mo hoc cua cac nhom carciném tuyén thwong gap
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3.2.3. Phéin phéi ALK D5F3 (+) theo cdc phin

loai nho ciia carcinom tuyén

Carcindm tuyén dang rudt Jo

Carcindm tuy&n dang phi thai Jo
Carcindm tuyén dang keo fo

Carciném tuyén dang dzc 10

Carcindm tuyén dang lét vich I |
Carcindm tuyén dang nhi o

Carcindm dang tii tuyén —2

Biéu do 3: Phdn phoi ALK D5F3 (+) theo cdc logi
mé hoc carciném tuyén thurong gdp

Ban ludn: Biéu hién ALK véi ki thuat chan
doan hoa mé mién dich khang thé D5F3 cho thiy
da s6 & cac loai carcindm tuyén co ché tiét nhay.
Céac loai md hoc chiém ti 1& cao 1a carcindm dang
tai tuyén, carcindm tuyén dang 1at vach va carcindm
tuyén ché nhiy xam 1an. Céac két qua nay ciing phu
hop vai cac nhan dinh tir cac nghién ctru khac trén
thé gidi (p = 0,061 — 0,085) v6i nhitng k thuat chan
doan ALK khac nhu: nhuém FISH, PCR k¥ thuét s6
va giai trinh tu gen thé hé mdéi [3, 4, 5, 7, 8, 10, 13,
15, 16, 18, 20].

3.3. Cac gia tri cia ky thuat nhugm héa mo
mién dich chin doan ALK D5F3 Ventana

So sanh véi két qua cua ky thuat giai trinh tu gen
thé hé moi (NGS), nghién ctru ctia chiing t6i ¢6 cac
s6 liéu nhu sau: S6 duong tinh that: 07 ca. S6 duong
tinh gia: 0 ca. SO 4m tinh that: 88 ca. SO 4m tinh gia:
1 ca. Cac tinh toan nhu sau:

- B¢ nhay: Duong tinh that / (Duong tinh that +
Am tinh gia) = 7/(7 + 1) = 87,5%

- P6 dic hiéu: Am tinh that / (Am tinh that +
Duong tinh gia) = 88/(88 + 0) = 100%

- Gia tri tién doan duong: Duong tinh that/(Duong
tinh that + Duong tinh gia) = 7/(7 + 0) = 100%

- Gia tri tién doan 4m: Am tinh that / (Am tinh
that + Am tinh gia) = 88/(88 + 1) = 98,87%

- Gia tri tong quat: (Duong tinh that + Am tinh
that)/Tong s ca nghién ciru = (7 + 88)/96 = 98,96%
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3.3.1. So sanh d nhay va dd diic hiéu biéu hién ALK trong ung thu phdi khong té bao nhé doi voi

cac nghién citu khdc trén thé gidi: (bing 1)
Bdng 1: So sanh do nhay va do dac hiéu xét nghiém ALK D5F3 Ventana

Khang thé dic hieu ALK | Ponhay | Do dic hiéu P
Mino K. va cs., 2010 DS5F3 Ventana 100% 99% 0,078
Conklin va cs., 2013 D5F3 Ventana 100% 75% 0,061
Zwaenepoel va cs., 2014 D5F3 Ventana 96% 100% 0,082
Condé va cs., 2014 D5F3 Ventana 98% 100% 0,084
Cutz va cs., 2014 D5F3 Ventana 89% 97% 0,063
Gruber va cs., 2015 DS5F3 Ventana 99% 95% 0,071
Lantuéjoul va cs., 2015 D5F3 Ventana 92% 76% 0,023
Savic va cs., 2015 D5F3 Ventana 96% 100% 0,077
Weiya W. va cs.. 2015 [21] D5F3 Ventana 95,9% 99,87% 0,069
Jung-S. P. va cs, 2016 [11] DS5F3 Ventana 85% 96% 0,066
Antonio M va cs., 2016 [2] D5F3 Ventana 90,9% 99,8% 0,081
Nghién ctru tai BV.PNT D5F3 Ventana 87,5% 100%
3.3.2. So sanh ti I¢ phat hién biéu hién ALK déi véi carcinéom tuyén (Voi khang thé D5F3 Ventana):
(bdng 2) ‘
Bdng 2: So sanh ti ¢ phat hién, do nhay va do ddac hiéu trong carcinom tuyén cua phoi
Do nhay % Do dac hiéu % | Ti I¢ phat hién % p
Spasenija S. va cs.; 2013
R T 93,3 96 6,7 0,088

(Bénh pham té bao hoc) [20]

Lynette M. S. va cs.; 2013 [14] 93 98,5 7.9 0,061
Christina I S. va cs ; 2013. [4] 100 89 3,7 0,073
Leilei L va cs ; 08-2014 [13] 75 98,4 7,6 0,059
Maximilian V. L.va cs.; 11-2014 89 99 6,9 0,064
Antonio M. va cs.; 2015 [2] 90,9 99,8 6,2 0,089
Johanna S. M. cs., 2016 [10] 92,9 96,6 3,2 0,065
Nghién ctru tai BV.PNT 87,5 100 7,29

3.4. Ban luan: Trong nghién ctru cia chung toi,
khi so sanh v6i cac nghién ctru khac trén thé gisi
déu cho két qua tuong duong khong co khac biét
¢ ¥ nghia thong ké. Trong 96 ca nghién ctru chi c6
1 ca 4m tinh gia dugc phat hién bang k§ thuat giai
trinh tu gen thé hé méi. Truong hop nay chung toi
da thyuc hién nhudém lai 3 1an déu cho két qua 4m
tinh, ching té day la truong hop am tinh gia thuc
su. Nguyén nhan do sb luong té bao co biéu hién
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ALK qua thap trong mau mé (Duéi ngudng duong
tinh) va déi chiéu két qua ALK chin doan bing
gii trinh ty gen thé hé¢ méi, nong d6 DNA ciing rat
thap, xap xi v6i ngudng phat hién. Nhirng truong
hop am tinh gia nay, theo cic hudng dan trén thé
gidi, néu van nghi ngo ¢ biéu hién ALK, ching ta
can thuc hién xét nghiém chan doan ALK lai b::ing
ky thuat nhuém FISH [4, 5, 7, 8, 12, 14, 15, 16,
17,18, 21].
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IV. KET LUAN

Véi ti 1€ phat hién 7,29%, d6 nhay 87,5% va
d6 dic hiéu 100% cho thdy kha ning cao trong
chin doan bién dbi gen loai tai sdp xép ALK cua
ky thuat héa mé mién dich voi khang thé dic

hi¢u D5F3 Ventana. K¥ thuat nay ciing da duoc
cong nhan trén thé giéi va qua két qua nghién
ctru nay ciing c6 thé ap dung rong rii tai Viét
Nam trong cac phong xét nghiém chuyén khoa
giai phau bénh.
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