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Diéu tri hoi chirng Raynaud khang tri trén bénh nhan mac bénh tw mién

Lam sao diéu tri thanh cong Hién twong Raynaud khang tri
trong bénh mo lién két

Dr Karin MAZODIER
Internal medicine and clinical immunology department, Pr Kaplanski
Hopital Conception. Assistance publique-hopitaux de Marseille
Marseille, France

Chir viét tat

. ARA Il : Angiotensin Il receptor antogonist

. CCB : Calcium-chanel blockers

. DU : loét ngén

. Raynaud : hién twgng Raynaud

. PDE-5 Inhibitors : Phosphodiesterase type 5 inhibitors
. X0 cirng bi : xo cirng bi toan thé

. SSRI : Selective serotonin reuptake inhibitor
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Hién twong Raynaud’s

Thay d6i mau 2 hoic 3 pha

Co mach Tim Tang twdi mau

Thanks to Dr Di Costanzo !

Hién twgng Raynaud thir phat

« Thuong khdng doi xirng

* MOt hodc vai ngdén bi anh hudng nang hon
e Pau nhiéu hon

e Thuong anh hudng ngon cai

Curtiss P et al. ) Am Acad Dermatol 2022
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Hién twong Raynaud thitr phat va bénh co xwong khép

e Xo ctrng bi: hién tuvgng Raynaud Ia 1 tiéu chi chan doan
* Lupus ban dd hé thong

* Viémdaco

* HOoi chirng Sjogren

e Bénh md lién két khéng phan biét

* Bénh mo lién két hon hop

Soi mao mach nép maéng st dung dé phan biét bénh nhan mac bénh ma lién két véi hién
twong Raynaud nguyén phat

Binh thudng Mao mach khéng 16

Xo cirng bi

Thanks to Dr MP Di Dicostanzo !
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Soi mao mach nép méng st dung dé phan biét bénh nhan mac bénh ma lién két véi hién
twong Raynaud nguyén phat

Mao mach khéng 16 va mao mach phan nhanh Mao mach phan nhanh

HGi chirng Sharp Viém da co khang synthetase

Thanks to Dr MP Di Costanzo !

Do nang cua Raynaud

s Mdurc d6 dau cda dot cap
* Tan sudt dot cap
e Thoigian cta dot cap

* Loét ngdn
* Sang thuong thi€u méu cuc bd
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Loét ngdn & xo’ cirng bi

Thanks to Dr MP Dicostanzo !

Loét & xo cirng bi

X0’ cirng bi

Thanks to Dr Cao Ngoc’s team!
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v. Piéu tri khéng dung thuéc

* Tranh gap lanh

* Giam stress cam xuc

* Danh gia cac thubc cd thé thuc day Raynaud
e.g serotonin agonist, beta-blockers etc...

* Ngung hat thudc 13
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Wighley FM et al. N Eng J Med 2016
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1 LUA CHON HANG 1
Dot Nhe - trung binh

Uc ché kénh canxi

Nifedipine 10-30 mg 3 1an moi ngay udng _
Sustained-release nifedipine 30-120 mg mdi ngay udng Meta-analysis
Thompson AE et al. Rheumatology 2005
Amlodipine 5-20 mg m&i ngay udng I\/!(Aata-an,alysis rar\mdomiezd trial§ \
Hiéu qua trung binh trong xo cirng bi
Thompson AE et al. Rheumatology 2001
Felodipine 2,5-10 mg 2 Ian mbi ngay udng )
Cochrane analysis
Rirash F. Cochrane data base Syst Rev 2017
Isradipine 5-10 mg 2 lan méi ngay uéng
Diltiazem 30-120 mg 3 lan mdi ngay udng Néu tac dung phu khong )
Sustained-release diltiazem 120-300 mg mdi ngay udng chap nhén dugc: 1 bis

dai thuéc

Dihydropyridine greater peripheral effects on vascular smooth muscle than non-dihydropyridine

Wighley FM et al. N Eng J Med 2016

1 bis LUA CHON HANG 1
Dot Nhe - trung binh
hoac N hoac hoac . .

. PDE-5 inhibitors . Nitrate tai cho . Angiotensin - Selective serotonin reuptake
receptor blocker inhibitor (SSRI)

RCT Placebo control RCT Thir nghiém chéo nhdn m&

Fries R. Circulation 2005 trials Losartan Fluoxetine
Dziadzio M . Arthritis and Coleiro B. Rheumatology 2001

Franks AG, Jr. Lancet 1982
Meta-analysis Rheumatism 1999

Roustit M. Ann Rheum Dis 2013 |
Meta-analysis

Trong xo cirng bi

Hachulla E. SEDUCE Study.

Ann Rheum Dis2 016

Wighley FM et al. N Eng J Med 2016
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Uc ché Phosphodiesterase-5

Sildenafil 20 mg 3 Ian mdi ngay hodc 50 mg 2 lan
mdi ngay
Tadalafil 20 mg cach ngay

Vardenafil 10 mg 2 Ian mdi ngay

[T] Placebo [ sildenafil

50 mg 2 lan mdi ngay

[n] [min]
. , , =0. =0.0038 35 = =0.0386
Nghién ciru bit chéo mu dbi, di chirng gia zg fiye.0004 :;gg ’ gg o] T
duorg, lidu c6 dinh, 50 1000 2.5
Raynaud thir phat n =16 40 800 2.0 -
Xo clrng bin =14 30 600 1.5 =
Bé&nh mo lién két hon hop n =2 20 400 1.0 4
10 200 0.5 =
0 0.0 ~
Number of Cumulative Duration Raynaud's Condition
Raynaud Attacks of Raynaud Attacks Score (daily mean
during 4 weeks during 4 Weeks during 4 weeks)

#2 Roland Fries. Circulation. Sildenafil in the Treatment of Raynaud’s
Phenomenon Resistant to Vasodilatory Therapy, Volume: 112, Issue: 19,
Pages: 2980-2985, DOI:(10.1161/CIRCULATIONAHA.104.523324)

Uc ché Phosphodiesterase-5

Ty & lanh loét ngdn trong xo cirng bi
M Sildenafil versusE placebo

Nghién ctru SEDUCE 20 mg 3 fan méi ngay

Pa trung tam, ngiu nhiéu, doi chirng gia p=0-35 p=0-01 p=0-03
78%

dwoc, mu doi

. Xo cirng bi
. Lanh vét loét ngodn do thiéu mau cuc bd

. Sildenafil n = 42
. Placebo n=21

Hachulla E et al. Ann Rheum Dis 2016
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Nitrate tai chd

nitroglycerin - % in. Thuéc m& 2 % bdi moi ngay

16 ca loét ngon do xo cirng bi
Thir nghiém chéo ngau nhién mu déi c6 déi chirng
Topical glyceryl trinitrate (GTN) vs Placebo

Baseline 0 min 10 min 20 min 30 min
e 7 3

GTN

Placebo

Laser doppler imaging

Hughes M et al. Microvasc Res 2017

Angiotensin receptor blocker

Losartan 25-100 mg mdi ngay udng

Thir nghiém ngiu nhién song song

. Nifedipine n= 26 (Raynaud nguyén phat n=13. xo cirng bi n=13)
.Losartan n=26 (Raynaud nguyén phat n =12. xo clrng bi n=14)

Severity scores

Dziadzio M et al. Arthritis Rheumatism 1999
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Selective serotonin reuptake inhibitor (SSRI)
Fluoxetine  20-40 mg moi ngay )
udng Nghién ctru chéo ngau nhién
Raynaud nguyén phat n=26 .
Raynaud's attack severity B Al bhit n =27 Raynaud's attack frequency
5 35 (
e | p = 0.0002 p =0.003 p=022
" p=014 <l
4 L
35 | 25 L
3t . 2
o o baseline i 1 baseline
ol mPpost Rx 4 m Post Rx
2 L 5}
15 | o |
1
o | 05 |
0 L 0
fluoxetine nifedipine fluoxetine nifedipine
Severity score Attacks/day
Rheumatology (Oxford), Volume 40, Issue 9, September 2001, Pages 1038-1043,
https://doi.org/10.1093/rheumatology/40.9.1038
The content of this slide may be subject to copyright: please see the slide notes for details. Coleiro B et al. Rheumatology 2001

2 LUA CHON HANG 2

Bién c¢é nang hoac sang thuong ngén do thi€u mau cuc bd

Piéu tri két hop

hoac . . %
.CCB + . PDE-5 inhibitors . Nitrate tai cho

Wighley FM et al. N Eng J Med 2016
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3 LUA CHON HANG 3

Bién ¢8 nang hoac sang thuong ngén do thi€u mau cuc bd tai phat

Piéu tri két hop
hodc

.+ . Prostacyclin analogue . Tiém Botulin
Cochrane review Review
Pope J. Cochrane Database Syst Review 1998 loro ML. Semin Arth Rheum 2012

Nghién ctru Pilot
Jenkins SN. J Am Acad Dermatol 2013

ne bi LUA CHON HANG 3
g Xo' cirng bi kéem loét ngon tai phat

Piéu tri két hop

. ¥ . Endothelin 1 inhibitors

Bosentan
Matucci-Cerinic M. Ann Rheum Dis 2011

Wighley FM et al. N Eng J Med 2016

Dong van Prostacyclin

Epoprostenol 0,5-6 ng / kg / phuat TTM trong 6 — 24 gio
cho 2 - 5 ngay
iloprost 0,5-2 ng / kg / phut TTM trong 6 — 24 gio

cho 2 - 5 ngay

Pope J. Cochrane Database Syst Review 1998

7 thir nghiém 1am sang ngau nhiéu bao gdm 332 bénh nhan
5/7 thir nghiém thiét ké song song.

Iloprost

5 thir nghiém so sanh Iloprost TTM

1 thr nghiém so sanh Iloprost uéng

Mot s6 thir nghiém Ia thir nghiém tim liéu nén céc liéu lloprost khac nhau da dwgc st dung

Cisaprost
1 thr nghiém Cisaprost uéng.

Mot s thir nghiém 14 thir nghiém tim liéu nén cic liéu lloprost khac nhau da dwgc st dung

Iloprost tinh mach dwong nhw c6 hiéu qua trong diéu tri hién twong Raynaud thir phat.
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Dong van Prostacyclin

Epoprostenol 0,5-6 ng / kg / phuat TTM trong 6 — 24 gio
cho 2 - 5 ngay
iloprost 0,5-2 ng / kg / phat TTM trong 6 — 24 gi¢

cho 2 - 5 ngay

Pope J. Cochrane Database Syst Review 1998

. S6 lwong vét loét ngdn tay dwoc chira lanh cé y nghta trong nhdm sir dung lloprost
Wigley FM. Annals of Internal Medicine 1994

. Trong cdc thir nghiém lloprost so véi gia dwoc, sy thay ddi so véi mirc d6 nghiém trong
ban d4au, theo WMD 13 -0,69 [KTC 95% -1,117, -0,257]) ¢4 y nghia th6ng ké <0,05.

Do d4, phuong phép diéu tri lloprost nay dugc wa chuéng, nhwng hiéu qua nhin chung
chirat nho

. TAn suat dot cap trong lloprost so vdi gid dwoc wu thé cho lloprost nhung khong dat
dwoc y nghta thdng ké véi WMD 13 -0,80 [KTC 95% -4,71, 3,11].

. Cisaprost va iloprost dudng uéng it hiéu qua hon

Dong van Prostacyclin
iloprost 0,5-2 ng / kg / phat TTM trong 6 — 24 gio
cho 2 - 5 ngay
ILOMEDINE 0,1 mg/1 ml sol inj p perf
No,ng dO 0’1mg/m| - Posologie et mode d'administration
1 6ng =0,5ml = 50 microgam -
Pha lodng : 1 8ng trong 25 ml Glucose 5% hodc Nacl 9% Poids Dose (ng/kg/min)
Noéng do cudi cung 2 microgam/ml *ko) [ 05 [10 ] 15 | 2
N A Débit de perfusion (ml/h) -
Bdm tiem dlen seringue automatique
40 060 [ 1,2 [ 180 [ 24
Truwdng ho'p suy than, suy gan: than trong, 1/2 liéu 50 075 | 15 | 225 | 30
60 09 |18 [ 270 [ 36
" w an W . 70 105 | 21 | 315 | 42
Tang toc do Itruyen tu‘ng' budc ) \ . = T Y TR A
.cr sau 30 phut cho dén khi dat dén liéu toi da 5 135 |27 | 405 | 54
.gidm xuéng murc truedc d6 néu dung nap kém 100 | 150 | 30 | 450 | 60
110 165 | 33 | 495 | 66
2 . . En cas d'insuffisance rénale nécessitant une
Phan u'ng phu * dialyse, ou d'insuffisance hépatique sévere,
DO birng mat. une titration initiale prudente avec une
. e réduction de dose est nécessaire (par
Nhtrc dau. exemple la moitié de la dose normale
A+ A A 3 A Avi cf Mises en garde et Précautions i,
HaﬂhuyAet ap gay nang qau tam thoi. ki i a
Mét, nén hodc dau qudn bung.
Tiéu chay.
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Botulinum toxin

Botulinum toxin  50-100 unit mdi tay

18 bénh nhan xo cirng bi, 10/18 loét ngén

3 thang sau tiém
Tat ca déu lanh vét loét

Truwdrc tiém 2 tuan sau tiém
SerriJ et al. Ann Chir Plast Esthet 2013

Endothelin receptor antogonists

Bosentan 2 lan mbi ngay

Ambrisantan 20 mg cach ngay

XU .2 AN By ~, ye 2 Ve e ~ . 2 ~ e ’ ] ~ z

cirng Giam sv hinh thanh vét loét & ngon tay, noi bat nhat & nhirng nguei co6 san vét loét
‘I ~ ’ . 7 oA ~ Y ~, 7 o A ~ by ’ ~ oA 2 Y

b Khoéng cé loi ich trong viéc chira lanh vét loét hodc tan suat/va mirc dd nghiém trong cua dot cap
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Endothelin receptor antogonists

X0’ ctrng bi
Thir nghiém IAm sang ngau nhién mu déi c6 d6i chirng
-30%
p=0.04

3.09 O Placebo
[ Bosentan

a

-38%
p<0.05

o

n=89

0 Week 12 . Week 24
(exploratory) (primary endpoint)

Marco Matucci-Cerinic et al. Ann Rheum Dis 2011;70:32-38

0.5 4

Number of new digital ulcers
(mean + standard error)
[$)]

©2011 by BMJ Publishing Group Ltd and European League Against Rheumatism A R D

4 LUA CHON HANG 4
Tén thwong ngén do thi€u mau cuc bd nghiém trong de doa hoai thw hodc cat cut chi
Diéu tri két hop

. Thuéc + . Phiu thuat cit giao cam ngodn tay chon loc

Merrit WH. Hand 2015
Pace CS. Hand 2018

Wighley FM et al. N Eng J Med 2016
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Phau thuat cit giao cdm ngon tay chon loc

Hinh dnh phiu thuat tai tao manh ghép tinh mach clia dong mach tru,
duoc ndi tir dau tan sang bén kia vao cung cdng mach néng

-
N

Pace CS et al. Hand 2018

Cac thudc khac

-~

Thudc chéng ddng va chdng két tap tiéu cau

. Thuéc chéng déng
Thi€u mdu cuc bd nghiém trong tién trién trong thoi gian ngan?

. Aspirin
Lupus ban d6 hé théng, khang thé khang phospholipid + ?
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' . EULAR
X0 cirng bi

Strength of Results of internal
Organ involvement Recommendation recommendation evaluation

1. SSc-RP A meta-analysis of RCTs on dihydropyridine-type calcium antagonists indicates that nifedipine A 8.19
reduces the frequency and severity of SSc-RP attacks. A meta-analysis of RCTs indicates that
PDE-5 inhibitors reduce the frequency and severity of SSc-RP attacks. Dihydropyridine-type
calcium antagonists, usually oral nifedipine, should be considered as first-line therapy for
SSc-RP. PDE-5 inhibitors should also be considered in treatment of SSc-RP.

A meta-analysis of RCTs on prostanoids indicates that intravenous iloprost reduces the A 8.29
frequency and severity of SSc-RP attacks. Intravenous iloprost should be considered for severe

SSc-RP.

Experts recommend that intravenous iloprost should be used for treatment of SSc-RP attacks

after oral therapy.

One small study indicates that fluoxetine might improve SSc-RP attacks. Fluoxetine might be C 6.06
considered in treatment of SSc-RP attacks.

I. Digital ulcers in Two RCTs indicate that intravenous iloprost is efficacious in healing digital ulcers in patients A 839
patients with SSc with SSc. Intravenous iloprost should be considered in the treatment of digital ulcers in

patients with SSc.

A meta-analysis of RCTs and results of an independent RCT indicate that PDE-5 inhibitors A 8.03

improve healing of digital ulcers in patients with SSc. Moreover, the results of one small RCT
indicate that PDE-5 inhibitors may prevent development of new digital ulcers in SSc. PDE-5
inhibitors should be considered in treatment of digital ulcers in patients with SSc.

Bosentan has confirmed efficacy in two high-quality RCTs to reduce the number of new digital A 8.19
ulcers in patients with SSc. Bosentan should be considered for reduction of the number of new

digital ulcers in SSc, especially in patients with multiple digital ulcers despite use of calcium

channel blockers, PDE-5 inhibitors or iloprost therapy.

Kowal-Bielecka O et al. Ann Rheum Dis 2017

' . EULAR
X0’ cirng bi

Raynaud - xo’ cirng bi
. Nifedipine uéng nén duoc xem xét nhu thudc lwa chon hang dau
. PDE-5 inhibitors cling nén duwgc xem xét

Raynaud nang
. lloprost nén dugc xem xét

Khang tri véi thudc dwérng uéng
. lloprost nén dugc xem xét

xo' cirng bi kem loét ngén
. lloprost nén duwgc xem xét
. PDE-5 inhibitors nén dwoc xem xét
. Bosentan nén dugc xem xét dé gidm so lwgng vét loét mdi

Kowal-Bielecka O et al. Ann Rheum Dis 2017
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Két luan

Céac bién phap thay ddi 16i séng

-
Y

.CCB nifedipine. .CCB nifedipine. X0’ clrng bi ‘ Cét giao cdm ngoén
hoac +

. PDE-5 inhibitors . PDE-5 inhibitors Phong nglra loét

hoac ngon mai

. ARA Losartan ‘ - lloprost ‘ Bosentan

hoac ‘ . Botulum toxin ‘

. SSRI Fluoxetine

hoac

. Nitrate tai chd

Wighley FM et al. N Eng J Med 2016
Curtiss P et al. ) Am Acad Dermatol 2022
Kowal-Bielecka 0 et al. Ann Rheum Dis 2017

CAM ON
MERCI
THANK YOU
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