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CA4c chir viét tat trong tom tat luan an

ANA: Khéng thé khang nhan

CRP: Protein C phan ung

CLVT: Chup cit 16p vi tinh

dsDNA: Khéng thé khang chudi xoan kép
DLCO: Kha nang khuyéch tan khi CO
PTD: Pién tm dd

FEV:: Thé tich tho ra tdi da giay dau tién
FEF25.75: Luu lwong thé ra quang gitra
FRC: Dung tich can chirc nang

FVC: Dung tich thé ra gang sac

PEF: Luu luong dinh

RLTH: R&i loan tiéu hoa

RV: Thé tich khi can

Scl-70: Khéng thé khang Topoisomerase |
SVC: Dung tich séng thé cham
TADMP: Tang ap dong mach phoi
TDMT: Tran dich mang tim

TLC: Dung tich toan phoi

TTPK: To6n thuong phoi k&

XCBHT: Xo cting bi hé thong

VA: Thé tich phé nang

VC: Dung tich séng
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TOM TAT LUAN AN

Tinh cip thiét cia dé tai: Ton thuwong phdi 1a biéu hién rat
thudng gip ¢ bénh nhan xo cing bi hé théng (XCBHT), c6 lién
quan dén tién luong ciia bénh. Pay 1a nguyén nhan hang dau giy
tir vong & bénh nhan XCBHT (trén 50%). Hai biéu hién chinh ciia
tén thuong phdi 1a ton thuong phdi k& (TTPK) va ting ap dong
mach phdi (TADMP). Céc dau hi¢u 1am sang cta ton thuong phoi
thudng xuat hién sém, 25% bénh nhan c6 t6n thuong phdi trong
vong 3 ndm sau chan doan, dugc xac dinh boi bt thuong vé sinh
ly, chirc nang phdi, chan doan hinh anh va rira phé quan. C6 thé
phat hién cac ton thuong phdi qua thim do chic ning thong khi
phoi, chup cét 16p vi tinh 16ng nguc, siéu am tim dé wdc luong ap
luc dong mach phdi tir d6 c6 thai do diéu tri ding dan. Tham do
chirc nang phdi 1a mot xét nghiém khong xam nhép, don gian va
rat quan trong dé danh gia mic do ton thwong phdi & bénh nhan
XCBHT. Thim do thong khi phdi con dung dé danh gia mirc do
dap tng voi diéu tri cia bénh nhan XCBHT ¢6 TTPK.

Muc tiéu nghién ciru:

1. Nghién ctru dic diém 1am sang, can 1am sang trén bénh nhan xo

ctng bi hé théng.
2. Panh gia chic niang thong khi phdi trén bénh nhan xo cing bi

hé thong.
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Nhitng dong gop méi caa luan an:
- Panh gia duoc tén thuong cic co quan trén bénh nhan XCBHT.
- Panh gia réi loan chic ning thong khi phdi va méi lién quan véi
mirc d6 nang cuaa bénh, muc d day da cua bénh nhan XCBHT.
- Méi lién quan gitra chirc nang thong khi phdi, khang thé khang
Scl-70 & bénh nhan XCBHT c6 tén thuong phdi k&, ting ap dong
mach phoi.
B cuc cua luan &n: Luan an gom 143 trang, bao gom: Pit van dé
va muc tiéu nghién ctu: 3 trang, Téng quan tai liéu: 39 trang, Ddi
tuong va phuong phap nghién ciru: 26 trang, Két qua nghién ciu:
31 trang, Ban luan: 41 trang, Két luan va kién nghi: 3 trang. C6 35
bang, 19 biéu do, 15 anh, hinh v&, 214 tai liéu tham khao (Tiéng
Viét 5, Tiéng Anh 209).
Chuwong 1: Téng quan

Xo cing bi hé théng (XCBHT) la bénh mo lién két khong rd
nguyén nhan, véi 3 dac trung: bénh ly cadc mach mau nho, tang san
xuit ty khang thé, réi loan chtic ning cua nguyén bao soi va lang
dong qua muc ¢ t6 chirc ngoai bao. Theo murc do ton thuwong cua
da, XCBHT thuong dugc phan thanh hai nhom riéng biét: XCBHT
khu tr( va XCBHT lan toa. Hai loai khac nhau cha yéu vé mic do
tén thuong da, tw khang thé va ton thuong cua cac co quan
Céc biéu hién 1am sang da dang:

- Daciing, sam da, mat sic t5, gidn mach duéi da
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- Tén thuong da dau chi: hién twong Raynaud, loét hoai tur dau
chi, seo 16m teo da dau chi.

- Tén thuong co, xuong khép: rit thuong gip & bénh nhan
XCBHT, khoang 50 — 60%: dau khop 16n, tiéu xuong, teo co,
giam co luc.

- Ton thuong duong tiéu hoa gap & 50 — 60%, cd thé 18n téi 90%:
Giam nhu dong, viém loét thuc quan, hoi chimg trao nguoc da day
thuc quan, khd nudt, loan san Barrett, xo hoa, giam hap thu dan
dén suy dinh dudng.

- Ton thuong tim biéu hién bing nhip tim nhanh, ngoai tdm thu
that, rdi loan dan truyén, viém ngoai tdm mac cap va man, cé thé
gap tran dich mang ngoai tim, suy tim. Ton thuong tim mach 4
mot trong cac nguyén nhan chu yéu gay tar vong & bénh nhan
XCBHT. 75% bénh nhan xuét hién tén thuong tim trong khoang 3
nam, ké tir khi bi day da.

- Biéu hién tai than: gip 6% & bénh nhan XCBHT, 10-15%
XCBHT lan to6a, con XCBHT khu tra chi 1-2%, 40% bénh nhéan
phai loc mau va ty 1€ tir vong trong vong 5 nam 1a 30-40%.

- Tu khang thé: ANA duong tinh & 75% - 95% bénh nhan
XCBHT véi @6 nhay 1a 85% va do dac hiéu la 54%. Khang thé
khéang Scl-70 duong tinh 40% bénh nhan XCBHT lan toa va 10%
XCBHT khu trd, do dic hiéu ctia khang thé khang Scl-70 tir 90-
100%, hau nhu khong bao gio thdy khang thé nay & nguoi khoe
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manh. Khang thé khang centromere gip ¢ 28% bénh nhan, trong
d6 XCBHT khu trii 48% va lan téa 10%. Thuong két hop véi ton
thuong da khu trg, lién quan dén biéu hién calci hoa, thiéu mau cuc
bd dau chi va TADMP, nhung khong c¢6 xo phoi. Khang thé khang
té bao ndi md: dwong tinh 28-85% bénh nhan, tuong quan véi mirc
d6 ton thuong mach méu va cac bién ching.

TABMP la ap lyc trung binh cia dong mach phoi khi nghi ngoi
trén 25mmHg va ap luc mao mach phéi bit < 15mmHg thu duoc
khi théng tim phai. Chan doan duoc thyuc hién sau khi loai trir bénh
phdi k&, bénh tim trai va bénh huyét khéi tic mach man tinh. Céc
yéu t6 nguy co TADMP: XCBHT khu tr(, khoi phéat bénh muén,
khoi phat bénh sau man kinh, c6 hién twong Raynaud, loét dau
ngon tay, gidn mach dudi da nhiéu, giam mat d6 cia giwdng mao
mach dau chi, giam DLCO, ty 1¢ FVC/DLCO >1,6, ting NT-
proBNP huyét thanh, c6 cac tu khang thé nhu khang thé khang U3
RNP.

Ty 18 tén thwong phodi k& ¢ bénh nhan XCBHT la 25-90%, tly
theo dan toc va phuong phap nghién cttu. Chuyp CLVT nhu mé
phdi do phan giai cao la nhay nhat va dac hiéu cho chan doan va
danh gia dac diém cua ting loai TTPK trong XCBHT. CLVT phat
hién bat thuong & 90% bénh nhan XCBHT, thdy mét trong hai ton
thuong chiém wu thé: tén thuwong dang kinh mo hoic phdi hop

gitta ton thwong dang kinh mo va dang ludi nét. O giai doan sém
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cua bénh, dau hiéu kinh mo ndi bat & ving day ngoai vi va sau do
tién trién dan dén ton thuong dang ludi. TTPK don thuan duoc dic
trung boi RLTKHC véi giam FVC, TLC va ting ty sé FEV4/FVC.
DLCO thudng giam sém hon so véi cac dung tich phdi va giam
trong ca bénh ly mach mau phoi.

Chuong 2: P6i twong va phwong phap nghién ciru

Péi twong: Nghién cau thuc hién trén 106 bénh nhan XCBHT lan
toa diéu tri tai Trung tdm Di tng-MDLS va Khoa Kham bénh,
Bénh vién Bach Mai tir 10/2012 dén 10/2015.

Chan doan XCBHT theo tiéu chuan cia Hoi Khép hoc My va
Hoi Khop hoc Chau Au 2013 véi do nhay 91% va do dic hiéu
92%.

Phuwong phap nghién ciru: Nghién ctiru mo ta cit ngang

Phuwong phap tién hanh: Bénh nhan du tiéu chuan duge dua vao
nghién ctru sau khi déng y tham gia. Bénh nhan duoc tham kham:
khai thac tién su, céc triéu chiing 1am sang, xét nghiém can 1am
sang, khang thé khang nhan, khang thé khang Scl-70, chup
Xquang, CLVT 16ng nguc, dién tam do, siéu am tim, tham do chic
nang thong khi phdi. Panh gia mic do day da theo diém Rodnan
stra d6i, mure d6 nang cua bénh theo chi s6 Medsger.

Xir ly s6 ligu: Céc sb lieu duoc xir Iy trén phan mém SPSS 20.0.

Tinh trung binh, x4c dinh tuong quan, nguy co giita cac chi so.
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Pao dic caa nghién ctiu: la nghién cau khéng can thiép, bénh

nhan tu nguyén tham gia.

Chuwong 3: Két qua nghién ciru

Nghién ciu trén 106 bénh nhan XCBHT lan toa: Tudi trung
binh 52,5 + 12,3, d6 tudi 51-60 tudi chiém ty ¢ cao nhat: 42,5%.
Ty & nit/nam = 3,6/1. Bénh thuong khoi phat & do tudi trung nién
48,6 tudi va hién tuong Raynaud xuat hién truéc khi chan doan
bénh 0,7 ndm. Thoi gian mac bénh trung binh: 4 + 5.2 nam.

3.1. Ton thwong cic co quan

[v) _
128; 82.1% 74 59
-
60% - 42. 5% 42. 5%
% 26.49
‘2‘8;’ % 15.1%
-
0% - A =
Sat can Rung Ngua 6 Sbt Phu
toc mét,
miéng

Biéu dd 3.1: Biéu hién toan than
Nhan xét: Bénh nhan thuong bi sit can khi mac bénh 82,1%.
Ngoai ra con cac biéu hién khac nhu rung téc, ngtra da, hoi ching
khd, sbt, phu.

Bang 3.1: Panh gia cac chi s6 viem

\ TT \ Chi sé Ting X + SD
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1 | Mauling sau 1 gio 87,2%
(mm) n=55 38,67 +24,5
2 | Mau ling sau 2 gio 91%
(mm) n=55 63,12 + 32,6
3 CRP (mg/dl) n=70 60% 2,01+278
4 Ferritin (ng/ml) n=58 53% 809,26 + 1215,56
5 Procalcitonin (ng/ml) 67%
n=30 0,162 + 0,25

Nhan xét: Ty 1é bénh nhan c6 ting cac yéu t6 viém cao.

150% 100% 100%

o)
100% ’ ° 93:5% 89.6% 72.6%
- I 111 B
O% T T T I

Crng Cung Clrng Samda Mét
da mat da dau da toan sac to
chi  than

Biéu d6 3.2: Cac biéu hién tén thuong da
Nhén xét: T4t ca 106 bénh nhan déu bi cung da & mat, dau chi,
ngoai ra con cac biéu hién khac nhu sam da, mat sic té.

Bang 3.2: Piém day da theo Rodnan sira doi

TT Ving co thé X +SD
1 Mat 1,7+0,5
2 Nguc 1,0+0,6
3 Bung 0,4+ 0,6
4 Céanh tay 06+11
5 Cing tay 23+11
6 Ban tay 3,7+13
7 Ngon tay 49+13




8 Pui 0,4+0,9
9 Cang chan 1,8+1,2
10 Ban chan 3+1,3

11 Tong 20+ 6,6

Nhan xét: Biéu hién day da ning nhat ¢ ban ngén tay
v6i diém day da cua ngon tay 4,9 diém, ban tay 3,7 diém, ving
dui bung da bi day it nhat (0,4 diém). C6 78,3% bénh nhan
diém Rodnan trén 14 diém. 19,9% bénh nhan kh6 nam tay.

150%
100%
100% 74.5% —
gy, 19.8% 264%
50% g 5% -
O% T T T T 1

Cat cut Hoaittr Loét Seo I6m Raynaud
chi dau chi dau chi da dau
chi

Biéu dd 3.3: Cac dang ton thwong dau chi
Nhan xét: 100% bénh nhan c6 hién twong Raynaud da sb giai
doan 3 (86,8%). 74,5% c6 seo 16m dau chi, loét va hoai tir dau chi
1a 46,2%, 8,5% bénh nhan bi cit cut chi.

100% 83%
51.9% 51.9%
0% ° ° 36.8%

> I I . 132% 4%
0% ‘ ‘

Pau Dau coYeu co Clng Bién Tleu
khép khép dang Xxwong
khop
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Biéu d6 3.4: Ton thwong co xwong khép
Nhan xét: 87,7% bénh nhan c6 tén thuong co, xuong khép,
trong d6 dau khép chiém ty 1é cao 83%, cing khop, bién dang
khép chiém 50%, dic biét 9,4% bénh nhan bi tiéu xuong, biéu

hién t6n thuong co 51,9% va 29,6% c6 ting men co.

100% - g0 99
o | BO2% gy g

58.5%
60% -
40% -
20% 10.4%
0% T -—\

Onéng  Khé ha Nubt RLTH
miéng  nghen, duwéi
kho

Biéu dd 3.5: Cac biéu hién ton thwong dwong tiéu hoa

Nhan xét: 87,7% bénh nhan c6 biéu hién ton thuong tiéu hoa.
C06 80,2% bénh nhan ¢ biéu hién ¢ néng, nudt nghen, nuét khé co
ty 1& 58,5% va ton thuong dudng tiéu hoa dudi la 10,4%. 71,7%
bénh nhan bi kho hd miéng vai mirc d6 ha miéng trung binh 1a 4,2
+ 0,78cm. C6 40 bénh nhan dugc soi da day két qua: viém da day
co ty 18 rat cao 90%, ngoai ra con c6 cac tén thuong khéc: loét,
trao nguoc da day thuc quan, cd 7,5% bénh nhan bi nim thuc
quan.

Bang 3.3: C4c biéu hién ton thwong than



TT Loai ton thwong n % X +SD

1 Viém cau than 12 11,3

2 Hoi ching than hu 0 0

3 Creatinin mau >106 4 3,8 76,9 59,4
pumol/I

4 Giam muc loc cau than | 54 50,9 |90,5+23,9

Nhan xét: C6 11,3% bénh nhan bi viém cau than véi protein
niéu 24 gio trung binh 0,14 + 0,41 mg/24h. Muc loc cau than giam
0 50,9% bénh nhan.

60% -
50% -

40% - 29.2%

28: ] I 17.9%

10% - 6.6%  4.7%
0% - ‘ ‘ I mm

Tang Thiéu Tang Gidam  Gidm
bach  mau tiéu cautiéucau bach
cau cau

49.1%

Biéu @6 3.6: Phan loai ton thwong theo cic dong té bao mau

Nhan xét: 69,8% bénh nhan c6 bét thuong vé cac dong té bao
MAu ngoai vi, trong do: thiéu mau 29,2%, ting bach cau 49,1%, ty
Ié tang tiéu cau 17,9%.

Bang 3.4: Gia tri ciia cac tw khang thé va bé thé

TT [ Chisb Duong tinh | Am tinh X + SD
n % n %
1 ANA (n=80) 70 (875 |10 |125 [24+11




11

2 |dsDNA(n=80) |9 |11,3 |71 |887 |284+ 49,1
3 [ Scl-70 (n=106) | 48 | 453 |58 |54,7 | 95+ 157,2

4 | ULRNP(n=68) |22 |32,3 |46 |67,7 |131,9+252,4
5 | C3(n=63)g/l 1,1+0,4

6 | C4(n=63)g/l 0,3+£0,2

Nhan xét: Khang thé khang nhan duong tinh ¢ 87,5% bénh
nhan, khang thé khang dsDNA 1a 11,3%, khang thé khang Scl-70
la 45,3%, khang U1-RNP la 32,3%.

Bang 3.5: Tong hep cac biéu hién ton thwong tim.

TT Biéu hién biém i +SD

1 Tim to trén qu}ang nguc hoac TDMT 15 | 0,43+0,68
tir trung binh dén nhiéu trén SA tim

2 | Suy tim sung huyét c6 triéu chimng 2 [0,09+043

3 Céac biéu hién ;6i loan nhip tim (nhip 15 [0,14+0/44
tin} nhanh, ngat, xiu ’do nhip nhanh
that hodc >5 nhip that co bop sém)

4 |Sieu | Gian that phai hodc phi dai 2 |018+0,49
am tim [ Gian that trai hoac phi dai
5 | Panh | Tiéng T2 tach d6i ¢ 6 van 6 0,28 +0,7

giatim | dong mach phoi

phai | Phi dai that phai, tryc phai
hodc phi dai tdm nhi phai
trén dién tim do

Bloc nhanh phai trén dién

tam do6
6 Panh | Phi dai that trai, truc trai 8 0,7+1,24
gid tim | hoac phi dai tdm nhi trai trén
trai dién tam do6

Bloc nhanh trai trén BTD
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dién tam do

Cham dan truyén that trén

TS c6 nhoi mau co tim hodc
hién tai trén BPTD

Tong

21

1,79 + 2,43

Nhan xét: 49,1% c6 ton thuong tim. Nhiing biéu hién thuong

gap cua tén thuong tim 13 béng tim to trén Xquang nguc, tran dich

mang tim 29,2%, phi dai that phai, that trai, thay ddi truc dién tim

trén dién tam do.

Ton thwong phoi. Trong sé 106 bénh nhan XCBHT c¢6 76,4% bi
TTPK, 26,4% bi TADMP, 20,8% phdi hop ci TADMP va TTPK.
Bang 3.6: C4c dang ton thwong phdi trén chup CLVT (n = 75)

TT Biéu hién n %
1 Hinh kinh mo 44 58,7
2 Hinh ludi, not 14 18,7
3 Xo hoa dang dai 10 13,3
4 | Xohoatoong 6 8
5 | Pong dac 8 10,7
6 | Trandich MP, MT 9 12
7 | Gi&n phé quan 12 13,6
8 | Gi&n phé nang 10 13,3

Nhan xét: ton thuong dang kinh mo thuong giap nhat 58,7%.

Trén Xquang tim phoi day va mo té chirc ké 59,4%, biéu hién xo

hoa 20,8%.

Bang 3.7: Panh gia ap lwe ddng mach phai trén siéu am tim

TT | Ap luc PMP

n

%

X+ SD
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Co6 TADMP 28 26,4 54,1+ 15,5
Khong TADMP 78 73,6 33,3+4,9
Trung binh 38,8+12,8

Nhan xét: Cé 26,4% bénh nhan biéu hién tang ap dong mach
phdi dua trén siéu &m Doppler tim, 73,6% c6 ap luc dong mach
phéi binh thuong. Phan d0 TADMP theo WHO: d¢ I 10,8%, do

I1 60,7%, d¢ 111 21,4%, do IV 7,1%.
3.2. Két qua thim do chirc ning thong khi phoi

Bang 3.8: Két qua thim do thong khi phéi bang phé dung ké

TT Chi s6 X +SD < 80%

n %
1 | FVC (%) 71,4+188 69 65,1
2 | SVC (%) 73+183 65 61,3
3 | FEV1 (%) 73,8195 64 60,4
4 | FEVJ/FVC (%) | 102,3+10 2 1,9
5 | FEF2s.75 (%) 83,9+355 56 52,8
6 | PEF (%) 71,6 + 26,4 70 66

Nhan xét: 106 bénh nhan do phé dung ké thay gia tri trung

binh cua cac chi sé FVC, SVC, FEV., PEF déu giam.

Bang 3.9: Két qua thim do théng khi phoi toan than
(plethysmography, n = 39)

TT Chi sb < 80%

n % X £SD
1 |[TLC (%) 19 | 487 75+ 19,2
2 | RV (%) 14 | 359 944 +35,7
3 |RV/TLC (%) | 3 7.7 126,9 + 38,9
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4 | FRC (%) 15 | 385 91,3+34
5 | ERV (%) 15 | 385 86,9 £ 67,5
6 | IC (%) 30 | 76,9 57,4 £ 32,9
7 | VC @) 24 | 615 69,2 £ 26,3

Nhan xét: 39 bénh nhan dugc do thong khi phoi toan than thu
dugc 48,7% c6 TLC <80%, trung binh la 75%.
Bang 3.10: Po kha niing khuyéch tan cia khi CO (DLCO)

TT Chi s6 X +SD
1 DLCO (%) 61,9+ 29,5
2 VA (%) 86,9 = 29,7
3 DLCO/VA (%) 69,1 + 28,6

Nhan xét: 22 bénh nhan dugc do kha ning khuyéch tan cua khi
CO thay DLCO giam rd rét véi gia tri trung binh 61,9%, 68,1% c6
DLCO <80% trong d6: 22,7% giam nhe (60-79%), giam vua

22,7%

FVC/DLCO=1,8

Binh
thuong,
34.9%

RLTKT
NO /
RLTK

hdn hop,
0.9%

(40-59%) va giam nang

RLTK
han che,
64.2%

22,7% (<40%). Ty sb
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Biéu do 3.7: Cac hdi chitng réi loan thong khi

Nhan xét: Pa s6 bénh nhan c6 rdi loan théng khi han ché don
thuan 64,2%, 0,9% c6 rdi loan théng khi hdn hop.

Bang 3.11: Panh gi4 mie @9 RLTKHC theo FVC

TT | Mirc @9 %FVC n % | X+SD
1 | Nhe (70-79%) 22 20,7 70,1 £ 3,2
2 | Vira (50-69%) 30 283 60,5 £5,6
3 | Nang <50% 17 16,1 434 %54
4 | Tong 69 65,1 60,3 + 12,4

Nhén xét: Trong s6 69 bénh nhan bj rdi loan théng khi han
ché (68 bénh nhan RLTKHC don thuan, 1 bénh nhan réi loan

thong khi hdn hop) thi rdi loan mirc 6 nhe, vira co ty 1& cao 48%,

rbi loan muc d6 nang 16,1%.

Bang 3.21: Panh gia mic do nang caa bénh qua chi s6 Medsger

Chi | Toan | TT TT TT TT TT TT T | TT
s6 | than | mach | da khép | co T.hoa | phdi | tim | than
X+(12+]122+(19+|07+|09+|11+|15 |04%+]0,3+
SD (0,9 1,1 |0,6 0,8 0,7 0,6 +1 |07 |06

Tong: 10,23 * 3,64

Nhan xét: Tén thuong mach mau Ia ton thuong thuong gap

nhat, tiép d6 1a tén thuong da, ton thuong phdi, ton thuong tiéu

hoa va tinh trang toan than.
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3.3. Twong quan giira chitrc ning théng khi phdi va cac chi s6

C6 méi twong quan nghich chat ché gitra DLCO va diém danh
gida mac do nang caa bénh r = -0,56, p=0,006. Khong thiy tuong
quan gitra DLCO va diém Rodnan, r = -0,21, p=0,35.

C6 méi twong quan nghich gitra TLC va diém danh gia mutc do
nang cua bénh, r = -0,46, p=0,04. Khong c0 tuong quan gitra TLC
va diém Rodnan r = -0,28, p=0,08

C6 mdi tuong quan nghich gitta FVC va diém danh gia mutc do
nang caa bénh, r = -0,48, p=0,001. C6 méi twong quan nghich giita
FVC va diém Rodnan r = -0,41, p=0,001

C6 mdi tuong quan tuyén tinh thuan chat ché gitra ap huc dong
mach phoi va ty s FVC/DLCO, r = 0,52, p=0,01

C6 mbi twong quan thuan giira NT-proBNP va diém danh gia
tén thuong tim, r = 0,5, p=0,001

Bang 3.12: So sanh diém Medsger, diém Rodnan ¢ bénh nhan
c6 FVC, TLC giam

Chi biém P piém P
SO Medsger Rodnan
FVC >80 8,35+3,8 | 0,001 | 16,81 +6,57 | 0,001
<80 | 11,23+3,14 21,59 + 6,09
TLC >80 8,75+4,09 | 0,004 | 19,6 £8,07 0,06
<80 12,26 +£29 24,05 + 6,14

Nhan xét: G bénh nhan c¢6 FVC, TLC giam thi chi sé

Medsger ting c6 y nghia thong ké so véi bénh nhan c6 FVC va
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TLC binh thuong. Gi4 tri trung binh cua chi s6 Rodnan khéng c6
su khac biét ¢ bénh nhan TLC binh thuong va TLC giam.

Bang 3.13: Twong quan giita RLTKHC va cac chi sb.

Chi so RLTKHC OR | 95%CI P
Cé6 | Khong

Scl-70 [ (+) 36 12 [2,273 [0,986- |0,04
“) 33 25 5,237

TTPK [ C6 59 22 | 4,023 |1574— |0,004
Khong | 10 15 10,278

biém <14 6 17 18,925 |3,098- |0,001
Rodnan | > 14 63 20 25,708

TAPMP | Co 22 6 2,418 |0,881— [0,08
Khong | 47 31 6,641

Nhan xét: C6 moi lién quan rat rd rang c6 ¥ nghia thong ké
gitta RLTKHC va tén thuong phoi k&, khang thé khang Scl-70
dwong tinh, diém Rodnan trén 14. Giita TADMP va RLTKHC
nhan thdy méi lién quan khong c6 y nghia.

Bang 3.14: Twong quan giira khang thé Scl70 va cac chi sé

Chi s Khang thé Scl70 95%ClI p
Dwong Am tinh
tinh n=48 n=58
Diém 113+35| 93+35 |[0,58-3,31 0,006
Medsger
Piém 221+75 | 181+52 |1,48-641 0,002
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Rodnan

FVC 67,2+18 |749+188 |-14,93:-0,66 | 0,03

Nhan xét: O bénh nhan c6 khang thé khang Scl-70 dwong tinh
thi mae d6 nang cua bénh va mirc d6 day da cao hon so véi bénh
nhan c6 khang thé Scl-70 am tinh. Con bénh nhan cd khang thé

dwong tinh thi FVC lai giam c¢6 ¥ nghia thong ke.

Bang 3.15: Tong cac chi sb giita bénh nhAn TADMP

Chi s6

TT Cé6 TADMP Khéng p
n=28 TAPMP n=78
1 | Tudichandoan |48,4+129 |485+142 0,96
2 | TudibiRaynaud [47,6+129 |[479+142 0,93
3 | Gigi nit/nam 19/9 64/14 0,16
4 | T.gian mic bénh | 3,8 4,6 4+54 0,8
5 | BMI 19,1+2,7 19,3+25 0,8
6 | Hat thudc 14 2/28 5/78 0,8
7 | Loét, hoai tir 8/28 21/78 0,8
dau chi
8 | Thiéu méu 10/28 21/78 0,4
9 | TT tiéuhoa 26/28 67/78 0,5
10 |Viémcauthan | 4/28 8/78 0,7
11 |ML:saulgio |63 +40,7 32,6 +228 0,03
sau 2 gior | 84,437 57,8 +29,5 0,04
12 |CRP 2,5+3,7 1,8+2,4 0,4
13 | Procalcitonin 0,2+0,2 0,15+ 0,27 0,6
14 | Ferritin 542,3+556,9 |893,9+1397,2 |0,1
15 |CK 114,7+100 |502,8+16115 | 0,08
16 | Nong do C3 1,03+0,39 | 1,06+ 0,34 0,7
17 | Nong do C4 025+1,09 |0,25+1,63 0,9
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18 | KT Scl-70 112,9+1759 | 885+1506 |04
19 | ANA 26+1 23+1,2 0,2
20 | That phai 22,2+ 3,8 19,5+2,2 0,001
21 | TDmangtim | 13/28 18/78 0,02
22 | FVC 67 £21,5 73+175 0,14
23 | FEV, 69,7+228 |752+181 0,25
24 | TLC 713+17,2 |76,1+199 0,5
25 | DLCO 49 + 43,6 64 + 27,8 0,6
26 | FVC/DLCO 479+55 1,38+ 0,71 0,008
27 | PaO, 819+125 |844+124 0,5
28 | PaCO;, 40,2 + 6,7 42,7+45 0,2
29 | Sa0, 95,6 +2,6 955+2,1 0,9
30 | NT-ProBNP 289,2 +829,1 | 107,3+473,2 | 0,03
31 | Piém Medsger | 11,8+3,1 9,6 +3,7 0,005
32 | biémRodnan | 20,7+5,7 19,6 + 6,9 0,4
33 | Rodnan >14 26/28 57/78 0,03
34 | Piém TTtim [25+29 1,5+21 0,02

Nhan xét: C6 sy khac biét vé cac chi s6 mau lang, duong kinh
that phai, tran dich mang ngoai tim, FVC/DLCO, néng do NT-
proBNP, diém Medsger, diém Rodnan trén 14, diém ton thuong
tim gitra bénh nhan c6 va khong c6 TADMP.

Bang 3.26: Tong hep céc chi sé giira bénh nhan TTPK

TT Chi s Co TTPK Khéng p
n=81 TTPK n=25

1 | Tudichan doan |50+ 14,1 436+12,1 |0,04

2 | Tudibi Raynaud |49,3+139 |42,8+125 |0,04

3 | Giéi nit/nam 59/22 24/1 0,03
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4 | Tgian mac bénh 41+54 3,7+45 0,7
5 | BMI 189+24 |20,4+26 0,01
6 | Hutthudc la 7/81 0/25 0,1
7 Loét, hoai tir dau chi | 23/81 6/25 0,8
8 | TT tiéu hoa 72/81 21/25 0,5
9 | Viém cau than 7/81 5/25 0,7
10 | Ton thuong tim 41/81 11/25 0,6
11 | TADMP 22/81 6/25 1
12 | Thiéu mau 27/81 4/25 0,1
13 | ML: sau 1 gio 423+312 |279+211 |01
sau 2 gid 67,2+312 |51,1+31,7 |01
14 | CRP 24+30 0,55+0,58 | 0,01
15 | Procalcitonin 0,11+0,1 0,25+ 0,38 0,1
16 | Ferritin 916,5 + 1405,1 | 501,8 +563,7 | 0,2
17 | CK 470,6 +1570,2 | 157,1+184,4 | 0,4
18 | Nong dd C3 1,1+0,3 09+0/4 0,03
19 | Nong do C4 0,27+0,16 |0,2+0,1 0,1
20 | Khangthé Scl-70 |113,9+173,4(33,7+524 |0,02
21 | ANA 23+11 25+12 0,5
22 | FVC 68,6 + 185 |80,5+ 16,7 | 0,005
23 | FEV, 71,4+193 |815+187 |0,02
24 | SVC 70,4+179 |815+17,4 |0,007
25 | TLC 719+197 |869+118 |0,04
26 | DLCO 58,2+289 [787+303 |02
27 | FVC/DLCO 1,99+238 |1,15+057 |04
28 | PaO, 81,9+124 |90,2+106 |0,03
29 | PaCO, 426+51 |406+5.2 0,2
30 | Sa0; 951+23 |967+172 0,02
31 | NT-ProBNP 159,6 + 643,7 | 141,5+372 | 0,8
32 | Piém Medsger 10,7+34 8,741 0,01
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33 | biém Rodnan 20,9 6,5 16,8 £6,0 0,007

34 | biém Rodnan >14 | 70/81 13/25 0,01

Nhan xét: C6 su khac biét vé cac chi s6 CRP, khang thé khang
Scl-70, FVC, FEV4, SVC, TLC, PaO,, Sa0,, diém Medsger, diém
Rodnan, diém Rodnan trén 14, giita bénh nhan c6 TTPK va khong
co TTPK.

Chuong 4: Ban luan

Bénh XCBHT thuong gap ¢ do tudi trung nién, da s 1a phu nix
Vvé6i nit/nam 1a 3,6/1. Raynaud Ia biéu hién thudng gap nhat va xuét
hién sém nhat, hién twong Raynaud xuét hién truéc khi chan doan
bénh 0,7 nam. Cting da lan téa mat, dau chi, toan than vai réi loan
sic to da (thAm nhidm mudi tiéu). Khi danh gia do day da theo
diém Rodnan sira doi, trung binh 20 diém 1a mac d6 day da ning.
Ton thuong dau chi rit da dang: seo I8m teo da, loét, hoai tir dau
chi tham chi cit cut chi lam anh huéng dén cudc song cia nguoi
bénh. Ty I¢ bénh nhan co tiang cic yéu té viém cao vi XCBHT la
bénh ty mién nén thudng co viém co, viém mach va bénh nhan co
giam mién dich do d6 d& bj nhiém khuan. Co ché bénh sinh cua
XCBHT 14 ton thwong mach mau do dé rat nhiéu cac co quan
trong co thé bi anh huong. Tén thuong tiéu hoa vai viém da day,
trao nguoc da day, thuc quan, giam hap thu cac chat nén bénh
nhan thudng bi suy dinh dudng, thiéu mau. Ty 1 viém cau than 1a

11,3% véi biéu hién protein niéu, hong cau, bach cau niéu. Tén
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thwong tim mach v&i réi loan dan truyén, thay d6i truc dién tim,
tran dich mang ngoai tim. Tén thwong huyét hoc véi biéu hién
thiéu mau, ting hodc giam bach ciu, ting hodc giam tiéu cau. Tu
khéng thé: Khang thé khang Scl-70 dwong tinh 45,3%, day la
khang thé rat dac hiéu cho XCBHT lién quan dén chan doan, tién
luong bénh. Khang thé nay thuong gap ¢ bénh nhan XCBHT lan
toa, hay gap ¢ bénh nhan xo phdi, c6 lién quan véi mic d6 nang
ctia bénh qua chi s6 Medsger va muc d6 day da qua chi s6 Rodnan.

Céc loai ton thuong phdi: TTPK 76,4%, TADMP 26,4%, phdi
hop ca TTPK va TAPMP 20,8%. Bién ching phoi 1a mét trong
nhitng biéu hién thudng gap nhat, 1 nguyén nhan hang dau gay tir
vong ¢ bénh nhan XCBHT. Tén thuong phdi trong XCBHT duoc
xac dinh boi nhiéu bién phap, thuong sir dung nhat 1a tham do
chirc nang phdi véi danh gia FVC, dung tich toan phoi va DLCO,
chup X quang nguc, chup cat 16p vi tinh nhu mé phdi d6 phan giai
cao hodc ndi soi phé quan véi rira phé nang

Thiam do chirc niang thong khi phéi véi do phé dung ké (FVC,
FEV1, SVC, FEV,/FVC), tham do thong khi phéi toan than (TLC,
RV), kha ning khuyéch tan khi CO (DLCO) thu dwoc két qua:
RLTKHC don thuan 64,2%, réi loan thong khi hon hop 0,9%. O
bénh XCBHT da s6 1a RLTKHC véi giam FVC, TLC. TLC
thuong giam sém hon FVC, tuy nhién tham do thong khi phoi toan
than khong thé thuc hién thuong quy, do d6 thuong dya vao FVC
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va phdi hop voi cac xét nghiém khac dé danh gia cac ton thuong

phoi. DLCO la chi s rat nhay dé danh gia cac ton thuong ¢ phoi,

chi sé nay giam ca trong bénh Iy nhu mé (t6 chic k&) va bénh ly
mach méu phdi (tang 4p mach phoi).

Mtc d6 cia RLTKHC c6 lién quan dén mie d6 nang cua bénh
va muic do day da, ciing nhu khang thé khang Scl-70, do d6 c6 thé
dia vao chirc ning thong khi phoi dé danh gia mic d6 nang va tién
luong bénh.

Khi d4nh gia chirc ning thong khi phdi & bénh nhan XCBHT c¢6
TTPK nhan thay céc chi s6 FVC, FEVy, SVC, TLC déu giam c6 y
nghia thong ké so véi bénh nhan khong c6 TTPK. Con & bénh
nhan XCBHT c¢6 TADMP thiy &p lyc dong mach phdi c6 tuong
quan tuyén tinh véi ty s6 FVC/DLCO. O bénh nhan phdi hop ca
TAPMP va TTPK, cic chi s cua thong khi phoi déu giam rat
nang va tién luong & nhdm bénh nhan nay rat xau.

Két luan

1. Pic diém Iam sang, can 1am sang.

- Tén thuong da: 100% Raynaud, sam da 89,6%, giam sic t6 da
72,6%. Diém day da theo Rodnan sira d6i 20 + 6,6. Ton thuong
dau chi: cat cut chi 8,5%, loét dau chi 26,4%, hoai tir dau chi
19,8%, seo 16m teo da dau chi 74,5%.
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Toén thuong co, xwong khop 87,7%. Toén thuong tiéu hoa
87,7%. To6n thuong than 11,3%. Tén thwong huyét hoc: 69,8%.
Ton thuong tim: 49,1%.

R&i loan mién dich: khang thé khang Scl-70 duong tinh 45,3%,
Ton thuong phoi k& 76,4%, ting ap dong mach phoi 26,4%,
phdi hop ca tén thuong phdi k& va ting ap dong mach phoi
20,8%.

Piém Medsger dénh gia muc do nang caa bénh: 10,2 + 3,6.

. Roi loan chire ning thong khi phoi

Két qua tham do chirc ning thong khi phdi (%): Réi loan théng
khi han ché 64,2%, FVC 71,4 + 18,8, TLC 75 + 19,2, DLCO
61,9 £ 29,5.

Twong quan giita DLCO, TLC, FVC va diém Medsger (r= -
0,56, r =-0,46, r =-0,48).

Tuong quan giita FVC va diém Rodnan (r= -0,41).

C6 nguy co giam FVC, ting diém Medsger, diém Rodnan ¢
bénh nhan cd khang thé khang Scl-70 duong tinh va.

C6 su khac biét c6 y nghia thong ké vé cac chi s6 FVC, FEVy,
TLC, PaO,, RLTKHC, khéang thé khang Scl-70, diém Medsger,
diém Rodnan gita bénh nhan xo cing bi hé théng co ton
thuong phoi ké va khéng co ton thuong phdi ke.

C6 sy khac biét co y nghia thdng ké vé céc chi s6 mau lang,
duong kinh that phai, tran dich mang ngoai tim, FVC/DLCO,
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NT-proBNP, diém Medsger, diém Rodnan >14 giira bénh nhan
c6 TADMP va bénh nhan khong co TADMP.

C6 mbi lién quan c6 ¥ nghia thong ké giira rdi loan thong khi
han ché va tén thuong phdi k&, khang thé khang Scl-70. Khang
thiy c6 twong quan giita ting ap dong mach phdi va rdi loan
thong khi han ché.
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ANA:
CRP:
CT-scanner:
dsDNA:
DLCO:
ECHO:
ECG:
FEV::
FEF25.75:
FRC:
FVC:
ILD:
PEF:
PAH:
PE:

RV:
Scl-70:
SS:
SVC:
TLC:
VA:
VC:

Abbreviation
Anti-nuclear antibodies
C-reactive protein
Computed tomography
Anti-double stranded DNA
Diffusing capacity for carbon monoxide
Echocardiography
Electrocardiogram
Forced expiratory volume in the first second
Forced Expiratory Flow between 25-75%
Funtional Residual Capacity
Forced vital capacity
Interstitial lung damage
Peak Expiratory Flow
Pulmonary arterial hypertension
Pericardial effusion
Residual volume
Anti Topoisomerase | antibody
Systemic sclerosis
Slow vital capacity
Total lung capacity
Ventilation Alveolar
Vital capacity
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ABSTRACT OF THE THESIS

Problem of the theme: Lung involvement is very common
manifestation in patients with systemic sclerosis (SSc), related to
the evolution of the disease. This is the leading cause of death in
SS (over 50%). The two main manifestations of lung involvements
as interstitial lung damage (ILD) and pulmonary arterial
hypertension (PAH). The clinical signs of lung lesions usually
appear early, 25% was appear within 3 years after diagnosis, as
determined by physiological abnormalities, pulmonary function
test, diagnostic imaging and bronchoalveolar lavage. We can
detect lung damage through ventilation lung function, chest
computed tomography, echocardiography to estimate pulmonary
artery pressure. Lung function test is a non-invasive, simple and
very important to assess the extent of lung damage in SSc. Lung
ventilation function is also used to assess the therapy of treatment.
Objectives:
1. Reserch the clinical, subclinical of patients with systemic

sclerosis
2. Evaluation of ventilation pulmonary function in patients with

systemic sclerosis.
New infomations of thesis:
- Assessment of damage of organs in patients with systemic

sclerosis.
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- Assessment of ventilation pulmonary function and the
correlation with the disease severity, the thickness of the skin in
patients with systemic sclerosis.

- Correlation between ventilation pulmonary function, anti Scl-70
antibodies in systemic sclerosis with ILD and PAH.

Sequence of thesis: inclusion 142 pages, Introductions and

objectives: 3 pages, Overviews: 40 pages, Patients and Methods:

27 pages, Results: 27 page, Discussions 42 page, Conclusions: 3

page. There are 35 tables, 34 charts and pictures, 214 references:

Vietnameses: 5, English: 209.

Chapter 1: Overviews
Systemic sclerosis (SSc, scleroderma) is an autoimmune

disease characterized by vasculopathy, immune dysregulation and
fibroblast dysfunction, which is causes tissue ischemia,
autoantibody production and increased deposition of extracellular
matrix. It is a heterogeneous disease, but 2 common subsets based
on the extent of skin involvement are typically recognized, namely
limited cutaneous SSc with skin involvement distal to the elbows
and knees and diffuse cutaneous SSc with skin involvement
extending to the proximal limbs and/or trunk. Two types are
different of skin lesions degree, autoantibodies and damage of
organs.

The diverse clinical manifestations:
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- Thin skin, hyperpigmentation, depigmentation, teleangiectasia

- Skin lesions in the extremities: Raynaud's phenomenon, necrotic
and digital ulcers, fingertip pitting scars.

- Internal organs such as the lungs, gastrointestinal tract and
kidneys are also frequently affected.

- Musculoskeletal lesions: very common in SSc patients, about 50-
60%: large joint pain, bone loss, muscle atrophy, decreased
muscle power.

- Gastrointestinal lesions occur in 50-60%, can be up to 90%:
esophageal motility disorders, esophageal ulcers, gastric reflux
esophagitis, dysphagia, dysplastic Barrett, fibrosis, malabsorption
leading to malnutrition.

- Myocardial involvements manifested by tachycardia, ventricular
ectopic, conduction disturbances, acute and chronic pericarditis,
pericardial effusion, heart failure. Cardiovascular injury is one of
the main causes of death in SS patients. 75% of patients with
heart damage appeared in about 3 years, since the skin is thick.

- Renal involvement is 6%, 10-15% in diffuse SSc, only 1-2% in
limited, 40% of patients were dialysis and mortality within 5
years is 30- 40%.

- Autoantibodies: ANA positive in 75% - 95% of patients,
sensitivity 85% and specificity 54%. Anti Scl-70 antibody
positive in 40% diffuse SSc and 10% limited, but specificity is
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90-100%, never seen in healthy people. Centromere antibodies is
28% of patients, 48% limited and diffuse 10%. Anti -endothelial
cell antibodies: positive 28-85%, correlated with the degree of
vascular damage and complications.

PAH defined as a mean pulmonary artery pressure greater than
25mmHg, pulmonary capillary wedge pressure less than 15mmHg,
in right heart catheterization. Diagnosis after exclusion of
interstitial  lung  disease, heart disease, and chronic
thromboembolic. The risk factors of PAH: limited SS, late-onset
disease, onset of disease after menopause, Raynaud's phenomenon,
fingertip ulcers, teleangiectasia, reduced density of capillaries in
the extremities, reduced DLCO, ratio FVC/DLCO >1,6, increased
NT-proBNP serum, autoantibodies as anti -U3 RNP antibodies.

ILD is the most common type of pulmonary involvement in
both diffuse and limited cutaneous SSc, being clinically
manifested in 25-90% of patients, depending on ethnicity and
research methods. High resolution computed tomography is the
most sensitive and specific for the diagnosis and assess the
characteristics of each type of SSc-ILD, it has become the gold
standard for detection and evaluation of lung involvement in SSc.
It detect abnormalities in 90% of patients, can see one of the two
lesions: groundglass opacity and mixed ground glass and reticular.

In the early stages of the disease, ground glass is most common in



5

the lower lung zones. ILD has restrictive disorder on pulmonary
function tests, by the reduction of FVC, TLC and increase the ratio
of FEV,/FVC. DLCO is reduced earlier and in both lung
parenchyma and pulmonary vascular diseases.

Chapter 2: Patients and Methods

Patients: 106 SSc patients in Allergy and immunology center,
Outpatients department, Bachmai hospital, from 10/2012 to
10/2015.

Classification criteria for systemic sclerosis by the American
College of Rheumatology (ACR) and the European League
Against Rheumatism (EULAR) has 91% sensitivity and 92%
specificity
Methods: a cross sectional
Data collection: Patients with SSc were accepted to participate in
research. We examined: Patients’ history and history of family,
clinical, paraclinical testing, antinuclear antibodies, anti-Scl-70
antibodies, chest X-rays, high resolution computed tomography,
ECG, Doppler echocardiogram, ventilation function test.
Evaluation of skin thickness according modified Rodnan skin
score, the severity of the disease according to the Medsger score.
Statistical analysis: We used the software SPSS 20.0. We

calculated average, standard deviation, correlation, risk.
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Ethics of research: the study did not intervene, patients were
voluntary.
Chapter 3: Results

Research on 106 patients with diffuse cutaneous SSc: average
age 52,5 + 12,3 years, group of age from 51 to 60 years was
highest: 42,5%. The female/male = 3,6/1. The onset of disease was
middle age 48,6 years and Raynaud phenomenon appeared 0,7
years before the diagnosis. The mean of disease’ duration: 4 + 5,2
years.

3.1. Organs involvements

90% - 82.1%
80% 74.5%
70% -
60% -
50% - 42.5% 42.5%

0fH -
gg;; | 26.4%
20% - 15.1%
e B
O% = T T

Weight  Hairloss  Itching sicca Fever Edema
loss syndrome

Chart 3.1: General symptoms
Comment: Weight loss of patients was 82.1%. There were many
other manifestations such as: hair loss, itching, sicca syndrome,
fever, edema.

Table 3.1: Markers of inflamation
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TT Indications Hight X +SD
1 ESR after lhour 87,2%
(mm) n=55 38,67 £ 245
2 ESR after 2hours 91%
(mm) n=55 63,12 + 32,6
3 CRP (mg/dl) n=70 60% 2,01 +£2,78
4 Ferritin (ng/ml) n=58 53% 809,26 + 1215,56
5 Procalcitonin (ng/ml) 67%
n=30 0,162 + 0,25

Comment: A lot of patients were increased inflammatory

factors
120% 1 0/f 1 0/
100% 100% 100% 93.5% 89 6%
0
60%
40%
20%
O% T . T T T
5
S s & &
& 8 & & &
‘i‘b& gé& 'qu '\‘é@
O K Q@Q
® ¥
Chart 3.2: Skin involvements
Comment: All of patients were hardened skin of the face,

extremities, some of them were hyperpigmentation and

hypopigmentation.
Table 3.2: The modified Rodnan skin score




thickening were hand and finger 3.7 points, 4.9 points, skin
thickening on the belly was 0.4 points. There were 78.3% of
patients has Rodnan points >14. 19.9% of patients with hard

TT Area X +SD

1 Face 1,7+0,5
2 Chest 1,0+£0,6
3 Abdomen 04+0,6
4 Arm 06+1,1
5 Forearm 23+1,1
6 Hand 3,713
7 Finger 49+13
8 Thigh 0,4+0,9
9 Leg 18+1,2
10 Foot 3+1,3

11 Total 20+6,6

Comments: The most severe manifestations of skin

palm.

120%
100%
80%
60%
40%
20%
0%

100%

74.5%

o 198%  264%

8.5%

Amputation  Digital
Necrosis

Digital Pitting scars Raynaud

ulcers

Chart 3.3: The types of extremities’ lesions
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Comments: 100% of patienst with Raynaud’s phenomenon,
most of them were phase 3. 74,5% of patienst had pitting scars,
digital ulcers, necrosis of the extremities was 46,2%, amputation
was 8,5%

100%

83%

80%
60%

40%
20% -

0,
470
0% | | | H =

Arthralgias Myalgias Muscle Stiff joints Deformity — Bone
weakness resorption

Chart 3.4: Musculoskeletal involvements
Comments: Involvements of muscles, joints, bone were 87,7%,
joint pain was 83%, stiffness was 50%, especially 9,4% of patients
with bone resorption, muscles lesions was 51,9% and 29,6%

elevation of CK.
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Chart 3.5: Gastrointestinal involvements

Comments:

87, 7% of patients

has

gastrointestinal

involvements. 80,2% of patients has heartburn, difficulty

swallowing was 58.5% and lower gastrointestinal lesions was

10.4%. 71.7% of patients with hard to open mouth, level of mouth

4.2 £ 0,78cm. 40 patients received gastroscopy: gastritis was 90%,

there were also other lesions: ulcers, gastroesophageal reflux, 7.5%

of patients has fungal.

Table 3.3: Renal involvements

TT Type n % X +SD
1 Nephritis 12 11,3
2 Nephrotic syndrome 0 0
3 Creatinin >106 pmol/Il 4 3,8 76,9 £ 59,4
4 Reduce of eGFR 54 50,9 ]90,5+239

Comments: 11,3% of patients were nephritis, 24hour proteinuria

was 0,14 + 0,41 mg/24h. Reduce of Glomerular Filtration rate was

50,9%.
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Chart 3.6: Type of hematologic involvements

Comments: 69,8% of patients were hematologic involvements,
anemia 29,9%, leukocytosis 49,1%, thrombocythemia 17,9%.

Table 3.4: Autoantibodies and complement

TT | Index Positive Negative | x +SD
n % n %
1 ANA (n=80) 70 | 875 |10 (125 |24+1,1
2 |dsDNA(n=80) |9 | 11,3 |71 |887 | 284 49,1
3 | Scl-70 (n=106) | 48 | 453 |58 |54,7 | 95+ 157,2
4 UIRNP(n=68) |22 |32,3 |46 |67,7 |131,9+2524
5 | C3(n=63)g/l 11+04
6 | C4(n=63)g/l 0,3£0,2

Comments: ANA positive was 87,5%,

45,3%, anti U1-RNP antibodies 32,3%.
Table 3.5: Myocardial invovements.

antiScl-70 antibodies

TT

Content

Point

X +SD

Enlarged heart on chest X-ray or

1,5

0,43 + 0,68
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pericardial effusion moderate to much
on Doppler ECHO
2 | Congestive heart failure 2 0,09 + 0,43
3 | Trouble of rhythm: tachycardia, 15 |014+£0,44
fainting due to ventricular tachycardia
or >5premature ventricular contractions
4 | ECHO | Right ventricular hypertrophy 2 0,18 £ 0,49
Left ventricular hypertrophy
5 | Right | T2 splitting in pulmonary 6 0,28 +£0,7
heart | valve drive
Right ventricular hypertrophy,
right axis or right atrial
enlargement on ECG
Right bundle branch block
on the ECG
6 | Left Left ventricular hypertrophy, 8 0,7+1,24
left axis or left atrial
enlargement on ECG
Left bundle branch block on
the ECG
Ventricular conduction
delays on ECG
myocardial infarction in
history of current on ECG
Total 21 1,79+2,43

Comments: Myocardial involvement was 49,1%. Common

manifestations of heart damage is enlarged heart on chest X-ray,

29,2% pericardial effusion, right ventricular hypertrophy, left

ventricular, changes in the heart's axis ECG.

Lung involvement. There were 76,4% of patients with ILD,
26,4% with PAH, combined ILD and PAH 20,8%.
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Table 3.6: Types of lung lesion on HRCT (n = 75)

TT Sign n %

1 Ground-glass opacities 44 58,7

2 Mixed ground glass and 14 18,7
reticular disease

3 Fibrosis 10 13,3

4 Honeycombing 6 8

5 Condense 8 10,7

6 Pleural effusion, 9 12
pericardial effusion

7 Bronchiolectasis 12 13,6

8 Bronchiectasis 10 13,3

Comments: Ground-glass opacities was very common 58,7%.
59,4% of patients was thick and reduce of interstitial on chest X-
ray, expressed fibrosis was 20,8%.

Table 3.7: PAP on Doppler ECHO

TT | PAP n % X+ SD

1 PAH 28 26,4 54,1+ 155

2 No PAH 78 73,6 33,3+4,9
38,8 +12,8

Comments: PAH was 26,4% on Doppler ECHO. WHO
functional class: I: 10,8%, IlI: 60,7%, I11: 21,4%, IV: 7,1%
3.2. Results of ventilation lung function
Table 3.8: Results of Spirometry

TT Index X +SD < 80%

n %
1 | FVC (%) 714+188 | 69 65,1
2 SVC (%) 73+ 18,3 65 61,3




14

3 | FEV. (%) 73,8 £ 19,5 64 60,4
4 | FEVJ/FVC (%) | 102,3+10 2 1,9
5 | FEF25.75 (%) 83,9 £ 35,5 56 52,3
6 | PEF (%) 71,6 £ 26,4 70 66

Comments: 106 patients were measured spirometry shows the
average value of the index FVC, SVC, FEV1, PEF were decreased.
Table 3.9: Results of plethysmography, n = 39

TT Index < 80%

n % X £SD
1 TLC (%) 19 48,7 75+19,2
2 RV (%) 14 35,9 94,4 + 35,7
3 RV/TLC (%) 3 7,7 126,9 + 38,9
4 FRC (%) 15 38,5 91,3+34
5 ERV (%) 15 38,5 86,9 + 67,5
6 IC (%) 30 76,9 57,4 +329
7 VC (%) 24 61,5 69,2 + 26,3

Comments: 39 of patients were plethysmography: results
48,7% were reduced TLC
Table 3.10: Results of DLCO (n=22)

TT Index X +SD
1 DLCO (%) 61,9+ 295
2 VA (%) 86,9 + 29,7
3 DLCO/VA (%) 69,1 + 28,6

Commets: 22 of patients were measured DLCO: 68,1% of
patients were reduced, mild 22,7% (60-79%), moderate 22,7%
(40-59%), severe 22,7% (<40%). Ratio FVC/DLCO =1,8
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Chart 3.7: The ventilatory disorders

Commets: Most of patients were restrictive 64,2%, mixed

disorder was 0,9%.

Table 3.11: According FVC for assess the level of restrictions

TT | %FVC n % X +SD

1 Mild (70-79%) 22 20,7 70,1+3,2

2 Moderate (50- 30 28,3 60,5+5,6

69%)

3 Severe <50% 17 16,1 434+54

4 Total 69 65,1 60,3+12,4
Comments: Mild and moderate of restriction were 48%, severe

was 16,1%

Table 3.21: Assessment of disease severity by Medsger score

Ind | Gener | Periph | Skin | Joint/ | Musc | Gl Lung | Hear | Kidn
ex | al eral tendo | le tract t ey
vascul n
ar
X+112+£(22+[19+(07£{09+ |11+ |15 0,4+ | 0,3+
SD | 0,9 1,1 0,6 0,8 0,7 0,6 1 07 10,6
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Total: 10,2 + 3,6

Commets: Peripheral vascular was most common.
3.3. Association between ventilatory lung functions and
indicators

There was moderate degree of negative correlation between
DLCO and points of the severity of the disease, r=-0,56, p=0,006.
No found correlation between DLCO and Rodnan points r = -0,21,
p=0,35

There was moderate degree of negative correlation between
TLC and points of the severity of the disease, r=-0,46, p=0,04. No
found correlation between TLC and Rodnan points r = -0,28,
p=0,08

There was moderate degree of negative correlation between
FVC and points of the severity of the disease, r= -0,48, p=0,001.
There was moderate degree of negative correlation between FVC
and Rodnan points r = -0,41, p=0,001

There is a linear positive correlation between the pulmonary
artery pressure and the ratio FVC/DLCO r = 0,52, p=0,01

There is a linear positive correlation between NT-proBNP and
heart points, r = 0,5, p=0,001

Table 3.12: Compare Medsger points, Rodnan points in
atients with reduced FVC, TLC

Index Medsger p Rodnan p
points points
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FvC >80 8,35+ 3,8 0,001 | 16,81 +6,57 | 0,001
<80 | 11,23+3,14 21,59 + 6,09

TLC >80 8,75+4,09 | 0,004 | 19,6 +8,07 0,06
<80 12,26 £2,9 24,05 + 6,14

Commets: Medsger points statistically significant increase in
patients with reduced FVC, TLC. No different of Rodnan points in
patients with reduced FVC, TLC.

Table 3.13: The correlation between restrictive disorder and

indicators.
Indication Restriction OR | 95%CI p
Yes No

Scl-70 (+) 36 12 2,273 |0,986- | 0,04
(-) 33 25 5,237

ILD Yes 59 22 4,023 | 1,574 | 0,004
No 10 15 10,278

Rodnan | <14 6 17 8,925 | 3,098- |0,001
point > 14 63 20 25,708

PAH Yes 22 6 2,418 | 0,881~ | 0,08
No 47 31 6,641

Comments: There was a very clear correlation with statistical

significance between restrictive disorder and ILD, anti Scl-70

antibody positive, Rodnan points <14. No found the relationship

between restrictive disorder and PAH

Table 3.14: Relationship between anti Scl70 antibody and

indications

Index

Anti Scl70 antibody

95%CI

Positive
n=48

Negative
n=58




18

Medsger 11,3+35 | 93+£35 |0,58-331 0,006
points

Rodnan 221+75 | 181+52 |1,48-641 0,002
points

FVC 672+18 |749+188 |-14,93:-0,66 | 0,03

Comments: In the patients who has anti scl70 antibody positive
the severity of the disease and the skin thickness were higher and
FVC was reduced.

Table 3.15: Indications on PAH patients

TT Indication PAH Nn=28 | No PAH n=78 p
1 Age 48,4 +129 48,5+ 14,2 0,96
2 Age at Raynaud | 47,6 +12,9 479+ 14,2 0,93
3 Female/male 19/9 64/14 0,16
4 Duration 3,8+4,6 4+54 0,8
5 BMI 19,1+27 19,3+25 0,8
6 Smoke 2/28 5/78 0,8
7 Digital ulcers, 8/28 21/78 0,8

necrosis of the

extremities
8 Anemia 10/28 21/78 0,4
9 Gastrointestinal | 26/28 67/78 0,5

involvements
10 | Nephritis 4/28 8/78 0,7
11 | ESR: 1 hour 63 + 40,7 32,6 +22,8 0,03

2 hours 84,4 + 37 57,8 £29,5 0,04

12 | CRP 25+37 18+24 0,4
13 | Procalcitonin 0,2+0,2 0,15+ 0,27 0,6
14 | Ferritin 542,3+556,9 |893,9+1397,2 |0,1
15 | CK 114,7 +100 |502,8+1611,5 | 0,08
16 | C3 1,03+ 0,39 1,06 + 0,34 0,7
17 | C4 0,25+ 1,09 0,25+ 1,63 0,9
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18 | Scl-70 112,9+175,9 | 88,5 + 150,6 0,4
19 | ANA 26+1 23+1,.2 0,2
20 | Right 22,2+3,8 195+2,2 0,001

ventricular

diameter
21 | Pericardial 13/28 18/78 0,02

effusion
22 | FvC 67 +21,5 73+17,5 0,14
23 | FEV, 69,7 +22,8 75,2+18,1 0,25
24 | TLC 71,3+17,2 76,1 +199 0,5
25 | DLCO 49 + 43,6 64 + 27,8 0,6
26 | FVC/DLCO 4,79+55 1,38 £ 0,71 0,008
27 | PaO, 819+125 84,4+124 0,5
28 | PaCO, 40,2 +6,7 42,7+45 0,2
29 | Sa0, 95,6 +2,6 955+2,1 0,9
30 [ NT-ProBNP 289,2 +829,1 | 107,3+473,2 | 0,03
31 | Medsger point | 11,8+3,1 9,6 +37 0,005
32 | Rodnan point 20,7 £5,7 196 +6,9 0,4
33 | Rodnan >14 26/28 57/78 0,03
34 | Score of 25+29 15+21 0,02

heart’s

involvements

Comments: There were differences in the ESR, right ventricular
diameter, pericardial effusion, FVC/DLCO, level of NT-proBNP,
Medsger points, 14 points above Rodnan, heart damage points in
patients with PAH.

Table 3.26: Indications on ILD patients

TT Indication ILD No ILD p
n=81 n=25

1 Age at diagnosis 50+ 14,1 436+12,1 0,04

2 Age at Raynaud 493+139 [(428+125 0,04
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3 Female/male 59/22 24/1 0,03
4 Duration 41+54 3,745 0,7
5 BMI 189+24 20,4+ 2,6 0,01
6 Smoke 7/81 0/25 0,1
7 Digital ulcers, 23/81 6/25 0,8
necrosis of the
extremities
8 Gastrointestinal 72/81 21/25 0,5
involvements
9 Nephritis 7/81 5/25 0,7
10 | Heart 41/81 11/25 0,6
involvements
11 | PAH 22/81 6/25 1
12 | Anemia 27/81 4/25 0,1
13 | ESR: 1 hour 423+31,2 [279+21,1 0,1
2 hours 67,2+31,2 |51,1+31,7 0,1
14 | CRP 24+30 0,55+ 0,58 0,01
15 | Procalcitonin 0,11+0,1 0,25+ 0,38 0,1
16 | Ferritin 916,5+1405,1 | 501,8 +563,7 | 0,2
17 | CK 470,6 +1570,2 | 157,1+184,4 | 0,4
18 | Level of C3 1,1+0,3 09+0/4 0,03
19 | Level of C4 0,27+0,16 |0,2+0,1 0,1
20 | Anti Scl-70 113,9+173,4 | 33,7+52,4 0,02
antibodies
21 | ANA 23+11 25+1.2 0,5
22 | FVC 68,6 +18,5 |80,5+16,7 0,005
23 | FEV, 71,4+19,3 |815+18,7 0,02
24 | SVC 704+179 |815+17,4 0,007
25 | TLC 719+19,7 |86,9+11,8 0,04
26 | DLCO 58,2+289 |78,7+30,3 0,2
27 | FvC/DLCO 199+238 |1,15+0,57 0,4
28 | PaO; 81,9+124 |90,2+10,6 0,03
29 | PaCO, 426+5,1 40,6 +5,2 0,2
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30 | Sa0O, 951+23 96,7+ 1,2 0,02

31 | NT-ProBNP 159,6 +643,7 | 141,5+372 | 0,8

32 | Medsger points 10,7+ 3,4 8,7+4,1 0,01

33 | Rodnan points 20,9+6,5 16,8 + 6,0 0,007

34 | Rodnan points 70/81 13/25 0,01
>14

Comments: There were differences in the CRP indices, antiScl-70
antibodies, FVC, FEV;, SVC, TLC, PaO,, SaO,, Medsger points,
Rodnan points, Rodnan points above 14 in patients with ILD.
Chapter 4: Discussion

Systemic sclerosis was common in middle age, most of them
were women with female/male is 3,6/1. Raynaud's phenomenon
was the most common manifestation in the earliest of disease,
Raynaud's phenomenon appeared 7 months before diagnosis.
Diffuse scleroderma in the face, extremities, hold of body with
skin pigmentation disorder (salt and pepper). When evaluating skin
thickness according Rodnan score, averaging 20 points. Lesions in
the extremities is very diverse: pitting scars, digital ulcers, necrosis
of the extremities even amputation, they were affected the lives of
patients.

Proportion of patients with increased inflammatory factors was
high because SS was a autoimmune disease, so that they also
immunocompromised and easy infections. The pathogenesis of SS
was vascular lesions so many of the organs in the body were

affected. Gastrointestinal lesions with gastritis, gastroesophageal
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reflux, esophageal, reduces the absorption of substances should
patients often suffer from malnutrition, anemia. The
glomerulonephritis was 11.3% with proteinuria expression,
hematuria, urinary leukocytes. Cardiovascular lesions were
conduction disturbances, change electric axis heart, pericardial
effusion. Hematology lesions were manifestations of anemia,
increased or decreased white blood cells, platelets increase or
decrease. Autoantibodies: AntiScl-70 antibody positive 45,3%, this
was a autoantidoby very specific for SS, it was related to
diagnosis, prognosis. Autoantibodies were common in patients
with diffuse SS, especially in patients with pulmonary fibrosis,
associated with the severity of the disease through the Medsger
score and the thickness of skin Rodnan score.

Lung involvements: 76,4% of ILD, 26,4% of PAH, 20,8%
combined ILD and PAH. Lung complications are one of the most
common manifestation, is the leading cause of death in SSc
patients. Lung damage is determined by many measures, we
usualy use lung function tests for evaluation of FVC, TLC and
DLCO, chest radiography, HRCT and BAL.

Measure of lung ventilation function with spirometry (FVC,
FEV:, SVC, FEV/FVC), plethysmography (TLC, RV), DLCO.

Results: restrictive disorder was 64,2%, mixed disorder was 0,9%.
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PFT are an inexpensive, non-invasive test for detecting early
changes in the pulmonary vasculature and interstitium

Most of SSc patients were restrictive disorder with reduce FVC,
TLC. But TLC was usually sooner FVC decreased, however
plethysmography can not perform routine, we often measured FVC
to assess lung damage. DLCO is very sensitive indicators to assess
the injery of the lungs, this index decreased both parenchymal
disease (interstitial diseases) and pulmonary vascular diseases
(pulmonary arterial hypertension).

The degree of restrictive disorder was related to the severity of
the disease and the thickness of the skin, as well as antiScl-70
antibodies, which may rely on pulmonary ventilation function to
assess severity and prognosis.

FVC, FEV;, SVC, TLC were reducted with statistically
significant in SSc-ILD patients. There is a linear positive
correlation between the pulmonary artery pressure and the ratio
FVC/DLCO. In patients combined ILD-PAH, the pulmonary
function tests was reduced very severe and poor prognosis in this
patients group.

Conclusions
1. The clinical, paraclinical.
- Skin lesions: 100% Raynaud, hyperpigmentation 89.6%,

hypopigmentation 72.6%. Rodnan score 20 = 6.6 point. Lesions in
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the extremities: amputation of 8.5%, 26.4% digital ulcers, necrosis

of the extremities 19.8%, pitting scars 74.5%.

Musculoskeletal Involvement 87,7%. Gastrointestinal

involvements 87,7%. Renal involvements 11,3%. Hematologic

involvements: 69,8%. Myocardial involvement: 49,1%.

Immune disorders: anti Scl-70 antibodies positives 45,3%,

ILD 76,4%, PAH 26,4%, combined ILD-PAH 20,8%.

Medsger points: 10,2 + 3,6.

Pulmonay function tests

Restrictive: 64,2%, FVC: 71,4 + 18,8, TLC: 75 + 19,2, DLCO:
61,9 £ 29,5.

Correlation between DLCO, TLC, FVC and Medsger score (r=
-0,56, r = -0,46, r = -0,48). Correlation between FVC and
Rodnan score (r=0,41).

There were risk reduced of FVC and increased Medsger points,
Rodnan points in patients with antiScl-70 antibodies positives.
There were different with statistically significant of FVC,
FEVi, TLC, PaO,, restrictive, anti Scl-70 antibodies, Medsger
score, Rodnan score in SSc patients with ILD.

There were different with statistically significant of ESR, right
ventricular diameter, pericardial effusion, ratio FVC/DLCO,
NT-proBNP, Medsger score, Rodnan score above 14 points in
SSc patients with PAH.
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- There was strong association with statistically significant
between restrictive and ILD, anti Scl-70 antibodies. No found

correlation between restrictive and PAH.
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