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(44.1%), chl yéu thi€u mau déng sic (39.2%),
nong d6 huyét sic t6 trung binh I3
121.64£19.735 g/I. Nong do CRP hs trung binh
la 6.352+7.723 mg/dl va néng do Ferritin trung
binh la 1401+1588 (ng/ml) déu cao han gia tri
binh thuGng.

- Ap luc dong mach phdi cé gia tri trung binh
40.32+17.358 mmHg cao hon so vdi binh
thudng (<25 mmHg), chd yéu tang ALDMP nhe
(61.2%).

- Giad tri trung binh %FVC so véi tri s6 ly
thuyét la 60.71+£15.437 giam so vdi binh thudng
(=80%), chu yéu la r6i loan thong khi han ché
(80%). Trong dod, r6i loan thong khi han ché
mic d6 trung binh chi€ém 51.9%, mic do nhe
chiém 30.8%.

- Ton thuong trén HRCT cd ban thudng gap
nhat Ia kinh m& (69.6%) va gian phé quan co
kéo (52.9%). Hinh thai tn thudng thudng gdp
nhat 13 OP (21.6%) va NSIP (19.6%), ching
xudt hién vdi ti 1& kha déng déu véi dac diém
phan bo déu 2 bén, uu thé ngoai vi, thuy dudi
cua phai.

- Bénh ly mo lién két hay gap nhat la Viém
da cg/viéem da co (39.3%), ti€p dén la Xo cling
bi (20.6%), hoi chirng chong Iap va mo lién két
hon hdp (20.6%), chiém ti & thap hon la Lupus
ban do hé thong va Viém khdp dang thap.
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PAC PIEM LAM SANG, CAN LAM SANG VA XAC PINH TINH TRANG
POT BIEN EGFR-T790M GAY KHANG EGFR-TKIS THE HE THU’ NHAT
0'NGUO'I BENH UNG THU PHOI KHONG TE BAO NHO
BANG KY THUAT SINH THIET LONG

TOM TAT
Muc tiéu: Khao sat déc diém 1am sang, can Idm
xac dinh tinh trang dot bién EGFR-T790M gay khang
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Ha Hiru Hoang Khai!, Lé Hoan'?,

Tran Khanh Chi'2, Nguyén Thi Nhu Quynh?

EGFR-TKIs thé hé th(r nhat & nguGi bénh ung thu ph0|
khong t& bao nhd bang ky thuat sinh thiét 16ng. Poi
tugng: GOm 31 bénh nhan dugc chan doan ung thu
phdi khong t& bao nhé c6 dot bién EGFR (+) da diéu
tri bugc 1 bang thudc EGFR- TKIs thé hé 1, dugc lam
sinh thiét I6ng tim dot bién gen EGFR- T790M Két
qua: Bénh nhan nghlen ctu chu yeu trén 60 tu0|
(64,5%) trong do ti 1& nam: nir x&p xi béng nhau, cd
dén 58,1% s6 bénh nhan khong huat thudc 1. Thai
gian trung binh xuat hién khang TKIs thé hé 1: 11,9 +
3,4 thang (dao dong tir 7-20 thang). Mét mdi (96,8%)
va sut can (87,1%) la tri€u chrng toan than chiém ty
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I& cao nhat. Pau nguc (77,4%) la triéu ching ho hap
gap nhiéu nhat, it gdp nhat la ho mau (12,9%). SO
lugng bénh nhan co kich thudc u tir 2-3cm la cao
nhat, chiém ty 1é 32,3%, co tdi 9,7% s6 bénh nhan co
kich thudc u >7cm. Ty Ié xuat hién dot bién EGFR-
T790M phat hién bdng phuong phap sinh thiét Iong la
35,5%, co téi 64,5% bénh nhan cd bénh tién trién
nhung két qua sinh thiét 1dng khong co dot bién gen
EGFR- T790M. Trung binh thdi gian s6ng thém bénh
khong tién trién gilra nhdm ¢ mang doét bién EGFR-
T790M (11,82 thang; 95%CI 9,22-14,42) véi nhom
khong mang dét bién EGFR-T790M (11,95 thang;
95%CI 10,44-13,46) khong co su khac biét cé y nghia
théng ké. Két luan: Ty |&é bénh nhan cé dot bién
EGFR-T790M bang phuang phap sinh thiét long co
phan cao han nhing nghién ctu khac trén thé gidi.
Chua ghi nhan cac yéu té anh hudng dén su xudt hién
dot bién EGFR - T790M, cling nhu' chua ghi nhan anh
hudng dén thai gian song thém bénh khong tién trién
(PFS) clia dot bién nay. !

T khoa: EGFR-T790M, ung thu phoi khong té
bao nhd, EGFR-TKI

SUMMARY

CLINICAL, PARACLINICAL FEATURES AND
IDENTIFICATION OF EGFR-T790M
MUTATIONS CAUSING FIRST-GENERATION
EGFR-TKIS RESISTANCE IN PATIENTS
WITH NON-SMALL CELL LUNG CANCER BY
USING LIQUID BIOPSY

Objectives: To investigate clinical and laboratory
characteristics to determine the status of EGFR-T790M
mutations causing first-generation resistance to EGFR-
TKIs in patients with non-small cell lung cancer by
liquid biopsy technique. Subjects: Including 31
patients diagnosed with EGFR-mutated non-small cell
lung cancer (+) who received first-step treatment with
first-generation EGFR-TKIs, and had liquid biopsies for
EGFR-T790M mutations. Result: The study patients
were mainly over 60 years old (64.5%) in which the
male: female ratio was approximately equal; up to
58.1% of the patients did not smoke. The mean time
of emergence of resistance to 1st generation TKIs:
119 £ 3.4 months (ranged from 7-20 months).
Fatigue (96.8%) and weight loss (87.1%) were
systemic symptoms accounting for the highest
proportion. Chest pain (77.4%) was the most common
respiratory symptom; hemoptysis (12.9%) was the
least common. The number of patients with tumor
sizes from 2-3cm is the highest, accounting for 32.3%,
up to 9.7% of patients with tumor size >7cm. EGFR-
T790M mutations detected by liquid biopsy method
was 35.5%; up to 64.5% of patients had advanced
disease, but liquid biopsy results did not have EGFR-
T790M gene mutations. Median progression-free
survival between the group carrying the EGFR-T790M
mutation (11.82 months; 95% CI 9.22-14.42) and the
group not carrying the EGFR-T790M mutation (11.95
months); 95%CI 10.44-13.46) there was no
statistically significant difference. Conclusion: The
rate of patients with EGFR-T790M mutation by liquid
biopsy is somewhat higher than in other studies
worldwide. No factors affecting the occurrence of
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EGFR-T790M mutations have been recorded, nor have
they been recorded for this mutation.

Keywords: EGFR-T790M, non-small cell lung
cancer, EGFR-TKI

I. DAT VAN DE

Ung thu phdi la mét trong nhitng bénh ung
thu co ti 1é mac va ti Ié tr vong cao nhat. Theo
GLOBOCAN 2020!, udc tinh c6 khoang 2,2 triéu
trudng hop mac méi ung thu phéi, chiém 11,4%
tdng s cac trudng hop méc ung thu méi. Mac
du cac phuong phap diéu tri ngay cang_ phat
trién nhung ti 1 t&r vong do ung thu' phdi van réat
cao, ngay ca & nhitng nudc phat trién.2 Cho dén
nay, nhiéu dot bién gen da dudc xac dinh co lién
quan dén co ché bénh sinh cla ung thu phdi,
trong d6 phd bién nhat phai ké dén cac doét bién
cla gen EGFR (Epidermal growthfactor
receptor). Diéu tri dich bang thudc (c ché
tyrosine kinase (Tyrosine kinase inhibitors -
TKIs) cua EGFR da dudc chiing minh la lua chon
hiéu qua cho bénh nhan ung thu phdi khéng t&
bao nhd cé dot bién gen EGFR. Tuy vay, sau mot
thai gian diéu tri v&i cac thuéc EGFR - TKIs thé
hé th& nhat (erlotinib, gefiinib), d hau hét cac
bénh nhan (bénh nhan) xuat hién tinh trang
khdng dap Ung véi thubc dang diéu tri, ton
thuong ung thu tién trién tré lai, gy khod khdn
trong diéu tri.> Sinh thi€t mé la phuong phap
chuan quy udc dé phat hién dot bién gen khang
thu6c EGFR-TKIs, tuy nhién viéc lIdy mau mo du
chat lugng & bénh nhan UTPKTBN tién trién Ia
mot ky thuat xam lan, ton thdi gian va chi phi,
sinh thiét m6 sé di kém véi nhiéu bién ching.*
Trong trudng hdp khdng thé sinh thiét dudc,
bénh nhan sé mat cd hoi tim ra dot bién va
hudng Igi tor diéu tri thich hgp.* Hién nay
phuaong phap sinh thiét Iong tim DNA tran cua té
bao ung thu trong mau (ctDNA) dugc (ng dung
nhiéu d€ tim dot bién EGFR-T790M. Phuong
phdp nay cd do chinh xac cao va c6 nhiéu uu
diém ma sinh thiét md khdng thé cé dugc.*

1. DOl TUONG VA PHU'ONG PHAP NGHIEN CU'U

2.1. Bo6i tugng nghién ciru: 31 bénh nhan
dudgc chan doadn ung thu phdi khdng t& bao nho
c6 dot bi€én EGFR (+) da diéu tri budc 1 bang
thu6c EGFR- TKIs thé hé 1, xuat hién tinh trang
khang thudc, dugc lam sinh thiét léng tim dot
bién gen EGFR-T790M tai Bénh vién Pai hoc Y
Ha NOi va Bénh vién Ung budu Ha Noi

2.2. Thiét ké nghién ciru: Nghién cltu mé ta
cdt ngang, phuang phap chon mau thuén tién.

2.3. Phuong phap xtr ly s6 liéu: S6 liéu dugc
thu thap va xtr ly theo chuang trinh SPSS 20.0.
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INIl. KET QUA NGHIEN cUU
3.1. Pac diém 1am sang, cdn 1am sang
Bang 1: Pdc diém chung cua déi tuong
nghién cau

Pac diém n %

Tudi <60 11 35,5

>60 20 64,5

Nir 16 51,6

Gidi Nam i5 | 484

, N 1z Co 13 41,9

Hut thuoc la Khéng 18 58,1

A o~ < Co 21 67,7

Bénh dong mac Khéng 10 32,3
Thai gian trung binh xuat hién khang TKIs thé hé

1: 11,9 + 3,4 thang (dao dbng tr 7-20 thang)

Nhan xét:

- Bénh nhan nghién citu chu yéu trén 60 tudi
(64,5%) trong do ti 1é nam: nit xap xi bang nhau

- C6 dén 58,1% s6 bénh nhan khong hut
thudc 13

- Thdi gian s6ng thém bénh khdng tién trién
(PFS): 11,9 % 3,4 thang (dao dong tir 7-20 thang)

100 96,8%
90 87,1%
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Syt cén Néi hach ngoai vi

Biéu do 1. Pic diém triéu chirng
toan than cua doi tuong nghién ciuu
Nhdn xét: Mé& moi (96,8%) va sut can
(87,1%) la triéu chirng chiém ty Ié cao nhat.
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Biéu db 2. Pic diém triéu ching hé hdp
cua doi tuong nghién ciu
Nhéan xét: Dau nguc (77,4%) la triéu chiing
ho hap gap nhiéu nhat. Triéu ching it gap nhat
la ho mau (12,9%)

Dau nguc Ho méu

Bang 2. Kich thudc u (cm) trén CLVT

Kich thudéc n %
<2 5 16,1
2<uc<3 10 32,3
3<ux<b 11 35,5
5<uxs’ 2 6,5
>7 3 9,7
T6ng 31 100%

Nhén xét: - S6 lugng bénh nhan cé kich
thudc u tr 2-3cm la cao nhat, chiém ty I1é 32,3%

- Co tGi 9,7% s6 bénh nhan cd kich thudc u
>7cm

3.2. Két qua phan tich dot bién gen
EGFR- T790M bang phuong phap sinh thiét
léng

Bang 3. Két qua phan tich dot bién gen
EGFR- T790M bang phuong phap sinh thiét
long

Pac diém S6 luong Ty Ié
Co dot bién gen
EGFR- T790M 11 35,5%
Khong cé dot bién
gen EGFR- T790M 20 64,5%

Nhdn xét: Co t6i 20 bénh nhan (chiém
64,5%) c6 bénh tién trién nhung két qua sinh
thiét 1éng khéng c6 dot bién gen EGFR- T790M

3.3. Phan tich mai lién quan giira dot
bién gen EGFR- T790M véi cac yéu td lam
sang, can lam sang

Bang 4. Dot bién gen EGFR- T790M va
moi lién quan vdi cac yéu té l1am sang, can
ldm sang

Co dot bién Khong co dot
EGFR- | bién EGFR-
Picdiém | T790M T790M P
n % n %
Gidi [ Nam | 7 | 22,6 8 25,8
tinh | No | 4 | 120 | 12 | 38,7 2%
~ | <60| 4 |129] 7 | 22,6
Tuol >60 1 7 (226 | 13 | 41,9 %19
Thuéc| C6 | 6 | 194 | 7 | 22,6
la |Khong| 5 | 16,1 | 13 | 41,0 4%
Bénh| C6 | 6 | 194 | 15 | 48,4
dong |, 0,423
méc Khong| 5 16,1 5 16,1
Kich >5cm| 1 3,2 4 12,9
thudc 0,631
khdi u <5cm| 10 | 32,3 16 51,6

Nhéan xét: Nghién clu chua ghi nhan co sy
lién quan gitta mét s8 yéu t6 nhu tudi, gidi tinh,
tinh trang hat thudc, bénh dong mac va mod
bénh hoc vdi su’ xuat hién dot bien EGFR-T790M
gay khang thudc EGFR-TKIs vdi p > 0,05.
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Két qua EGFR T790M
S0 A tinh

Tyl

Biéu dé 3. Lién quan giira dot bién
EGFR-T790M voi PFS

So sanh trung binh thgi gian s6ng thém
bénh khéng tién trién gilta nhdm cé mang doét
bién EGFR-T790M (11,82 thang; 95%CI 9,22-
14,42 thang) v6i nhéom khong mang dét bién
EGFR-T790M (11,95 thang; 95%CI 10,44-13,46
thang), ching t6i ghi nhan khong co su’ khac biét
¢d y nghia thong ké (p=0,920)

IV. BAN LUAN

Nghién c(tu trén 31 bénh nhan ung thu phdi
c6 doét bién EGFR ching téi nhan thy, tudi trung
binh d6i tugng nghién citu 63 + 1,42 tudi, bénh
nhan tré tudi nhat 1a 38 tudi, I8n tudi nhat la 86
tudi. K&t qua nay tuong tu véi mét s& nghién
cltu gan day trén thé gidi. V& déc diém gidi tinh
ctia nhém nghién clru, ching téi ghi nhan ¢ 15
bénh nhan nam va 16 bénh nhan nit, ty Ié nam:
nir xap xi bang nhau. Tuy nhién, cac nghién clru
trén thé gidi véi cd mau I6n hon lai ghi nhan nit
gidi phd bién hon & nhém ung thu phdi co dot
bién EGFR. Wang JF va cong su tién hanh mot
phan tich cong gop vdi 478 bénh nhan ung thu
phdi c6 dét bién gen EGFR tir 10 nghién clu
trudc do, két qua ciing cho thdy cé dén 310
bénh nhéan nit gidi, chiém 64,9%.>

VE tinh trang hut thu6c & nhitng bénh nhan
ung thu phdi khong t€ bao nhd cd dot bién
EGFR, ching t6i ghi nhan c6 dén 58,1% s6 bénh
nhan khong hut thudce 1a. Cac nghién clru vé ung
thu phdi c6 dot bién EGFR déu ghi nhan bénh
phd bién han & nhdm khdng hit thudc. Nghién
cfu Kim HR va cong su trén 417 bénh nhan ung
thu phdi c6 dot bién EGFR tai Han Qudc ghi
nhan ty 1€ bénh nhan khong hut thudc 1én dén
67,5% bénh nhan.®

banh gia vé thai gian sdng bénh khong ti€n
trién (PFS), ching tdi ghi nhan thdi gian trung
binh tir thdi diém bat dau diéu tri EGFR — TKIs
thé& hé th(r nhat dén khi bénh tién trién la 11,9 +
3,4 thang; thdi gian xuét hién bénh tién trién
sém nhat la 7 thang, mudn nhat la 20 thang.
Két qua nay ciling tuong tu ghi nhan cliia mot s6
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tadc gia trén thé gidi. Oxnard GR va cbng su
nghién clu trén 93 bénh nhadn ung thu phdi
mang dot bién EGFR tai My dugc diéu tri vGi
EGFR - TKIs ghi nhdn trung vi PFS la 13 thang.”

Chung toi tién hanh phan tich dé€ xac dinh
cac yéu td nhu gidi tinh, tudi, tinh trang hut
thubc, bénh déng mac, co lién quan gi dén kha
nang xudt hién dot bién EGFR - T790M th(r phat
gay dé khang EGFR - TKIs hay khong, tuy nhién
chua cé su khac biét cd y nghia thong ké nao
dugc ghi nhan. Trén cac y van thé gidi hién nay,
ching t6i cling chua thay cé su khac biét gilra
nhom cé dot bién EGFR-T790M va nhém khéng
c6 dot bién nay vé cac yéu t6 nhu do tudi, gidi
tinh, tinh trang hat thudc, bénh déng mac

Mat khac, ching t6i cling phan tich xem liéu
su xuat hién dot bién EGFR-T790M c6 é&nh
huang gi dén PFS cla bénh nhan hay khong. Két
qua cho thdy, trung binh PFS khong c6 su khac
biét c6 y nghia thong ké gitta nhdom co dot bién
EGFR-T790M (11,82 thang; 95%CI 9,22-14,42
thang) vGi nhom khéng mang dot bién EGFR-
T790M (11,95 thang; 95%CI 10,44-13,46 thang)
(p=0,920). Trong khi dé, nghién clu Oya Y va
céng su tai Nhat Ban trén 181 bénh nhan ung
thu phdi co dot bién EGFR dudgc diéu tri vdi cac
EGFR - TKIs ghi nhan c6 su khac biét vé trung
binh PFS giita 2 nhém cé dot bién EGFR - T790M
va khdng cd dét bién EGFR - T790M (p =
0,0041).8

V. KET LUAN

Qua nghién ciu trén 31 bénh nhan ung thu
phdi khdng t& bao nhd cd dot bién EGFR nhay
cam TKIs, sau mot thdi gian diéu tri thubc EGFR
- TKIs thé hé thr nhat xudt hién tinh trang
khang thudc, dugc tién hanh sinh thiét léng dé
tim dot bién EGFR-T790M chung t6i c6 mot s6
két luan sau:

- V@ dic diém lam sang, can 1dm sang: Mét
moi (96,8%) la triéu chirng toan than thudng gap
nhat, dau nguc (77,4%) la triéu ching hé hap
phd bién nhét. Bénh kha phé bién & nir (51,6%);
thudng khong hut thude (58,1%); Thdi gian trung
binh xuat hién khang TKIs thé hé th nhat la 11,9
+ 3,4 thang (dao dong tlr 7-20 thang)

- Ty |é bénh nhan c6 dot bién EGFR-T790M
bang phuang phap sinh thiét long la 35,5%, cd
phan cao hon nhitng nghién cttu khac trén thé gidi.

- Chua ghi nhan cac yéu t6 anh hudng dén
su’ xuat hién dot bién EGFR - T790M, ciling nhu
chua ghi nhan anh hudng dén thgi gian séng
thém bénh khéng tién trién (PFS)cla dét bién
nay.
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PHUC HOI CHU'C NANG CHO BENH NHAN SAU PHAU THUAT
TRUQT DOT SONG THAT LUNG TAI BENH VIEN HO’U NGHI VIET PU’C

TOM TAT

Pat van deé: Trugt dét sdng la bénh ly ca xudng
khdp rat thu’dng gap Phau thuat dugc dat ra khi trugt
ddt s6ng murc d6 ndng, chen ép than kinh dir doi hodc
diéu tri ndi khoa that bai. De dat dugc churc nang tot
nhat sau m&, bénh nhan can dugc phuc hdi chirc nang
sém sau phau thuat, gilip gidm dau, gidm thdi gian
nam vién, nang cao chat lugng cudc s6ng, sém trd lai
cong viéc. Muc tiéu: banh gia hiéu qua cla phuc hoi
chirc ndng s6m d6i véi bénh nhan sau phau thuat
trugt dét séng that lung tai bénh vién Hitu nghi Viét
B¢ ndm 2021-2022. Poi twgng va phuadng phap
nghién ciru: Ching t6i tién hanh nghién cru trén 64
bénh nhan trén 18 tudi phau thuét trugt d6t song that
lung an d&u tai bénh vién Hitu nghi Viét blrc, theo ddi
tai thdi diém 1 thang va 3 thang sau md. Day la
nghién clu tlen cfu, mo ta lam sang, khong cd dm
chu’ng Két qua Tap phuc hdi chirc ndng s6m gitp
ca| thién vé mat trleu chirng lam sang: dlem dau VAS,
yeu cd, té bi chan, réi loan trucng luc cg, r6i loan t|eu
tién sau 1 thang va 3 thang sau md so Vdi thdi diém
trudc khi tap, cy nghia thong ké vdi p<0.05. Cai
thién rd rét vé mdt churc ndng Vi thang diém Owestry
thdi diém 1 thang va 3 thang sau mo so vGi trude khi
tap, p<0.05. Két luan: phuc hdi chifc nang sém gitp
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cai thién vé mat lam sang, cai thién vé chat lugng
cudc song clia bénh nhan ]

Tur khoa: trugt dot s6ng that lung, phuc hoi chic
nang sém.

SUMMARY

REHABILITION IN PATIENTS AFTER

SPONDYLOLITHESIS SURGERY AT

VIET DUC HOSPITAL

Background: Spondylolithesis is a common
musculosceletal disease. Surgery is indicated when
severe spondylolithesis, severe nerve compression or
medical treatment fail. Patients need to be
rehabilitated soon after surgery to achieve the best
function, reduce pain, improve quality of life and
return to work soon. Objectives: This study aims to
evaluate the outcome of early rehabilitation in patients
after spondylolithesis surgery at Viet Buc hospital.
Subjects and methods: This is a study of 64
patients aged 18 years or older who were treated with
spondylolithesis surgery at Viet Duc hospital in 2021-
2022, follow them in 1t month and 3™ month after
surgery. Results: Early rehabilitation after surgery
improve some clinical symptoms after 1 month and 3
months, p<0.05. ODI scores reduced and continue to
decrease after 3 months after surgery, p<0.05.
Conclusions: Early rehabilitation in patients after
spondylolithesis surgery help them improve clinical
symptoms and ADL.

Keywords:
rehabilitation
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