
Editorial

Drug initiation and escalation strategies of
vasodilator therapies for Raynaud’s
phenomenon: can we treat to target?

RP describes a symptom complex comprising pain,

numbness, colour changes and impaired physical func-

tion of the fingers and other extremities in response to

cold and/or emotional stress [1]. RP is a major cause of

pain and disease-related morbidity in SSc [2, 3]. Despite

the availability of a wide range of vasodilator drug thera-

pies to treat SSc-RP, treatment can be poorly tolerated

and seldom fully effective [2]. At present, the decision to

initiate and assess treatment response in RP, including

the need for dose escalation, is largely based upon clin-

ician–patient discussions around symptom severity, the

perceived effectiveness of existing/planned interven-

tions, and drug tolerability. The management of SSc-RP

forms part of treatment recommendations published by

the British Society of Rheumatology [4], the European

League against Rheumatism [5], the Scleroderma

Clinical Trials Consortium/Canadian Scleroderma

Research group [6] and the UK Scleroderma Study

group [7]. Each recommendation has focused on differ-

ent vasodilator drug classes, rather than specific dose

escalation strategies designed to optimize drug tolerabil-

ity, treatment adherence and efficacy. The positioning of

specific classes of vasodilator medications has been

determined as much by drug cost as by efficacy consid-

erations [4, 5]. There is no existing clinical trial– or

practice-based evidence available from which to estab-

lish optimal drug dosing (for tolerability and efficacy) or

to explore and fully exploit the potential value of com-

bination approaches in the management of SSc-RP.

The ‘treat to target’ (T2T) approach has delivered

improved outcomes and revolutionized management

approaches in RA and PsA [8, 9]. These approaches

have devised criteria for ‘remission’ and ‘low/minimal

disease activity’ [9]. T2T in arthritis has resulted in sig-

nificantly improved long-term structural and functional

outcomes for patients [9]. However, at present a T2T

approach cannot be applied to RP. There are a number

of required requisites, which include reliable and feasible

outcome measures of efficacy, effective treatments, and

superiority of T2T over initial maximum combination

therapy (including drug tolerability and survival). If drug

escalation of vasodilator therapies for RP were to adopt

a T2T approach, then what might be the target and/or

goal of treatment? Would such an approach in SSc

solely focus on RP symptom severity or incorporate

other clinical aspects of digital vasculopathy, such as

digital ulcer healing/occurrence. It is possible that the

target may extend to subclinical features, such as evolu-

tion of capillary morphological changes at the nailfold

that may antedate digital vascular complications of SSc

[10] or include visceral vascular manifestations such as

pulmonary arterial hypertension. Such a T2T approach

for RP could also be applied to primary RP, which can

also have a negative impact on patient quality of life and

function [2]. The ‘target’ in primary RP, however, may be

different to that developed for SSc-RP.

If RP symptom severity is the primary goal, then

should the ‘target’ solely focus on RP attack frequency/

duration (the principle outcome in existing diary-based

approaches to assessing RP severity, such as the

Raynaud’s Condition Score diary) or include outcomes

that reflect broader aspects relating to how patients

‘feel’ and ‘function’ such as pain, numbness, and hand

function? Would a composite measure incorporating

established outcome measures be adequate, or would

new outcome measures need to be devised and tested?

Would the target require complete resolution, an arbi-

trary proportional reduction, or a specific target thresh-

old based on patient acceptable symptom states?

Balancing treatment efficacy with drug tolerability and

adherence would also require consideration. On this,

and other aspects, target patient population involvement

would be essential to the development of a ‘target’ that

was accepted as clinically meaningful and acceptable

for patients. Expert consensus would also need to be

sought on a number of important considerations. For ex-

ample, if RP is to be considered part of a broader con-

tinuum of digital vasculopathy in SSc that extends to

the occurrence of digital ischaemic lesions, then expert

consensus would need to first establish whether the

SSc community is in agreement that disease modifica-

tion (and the putative approach for assessing this) is a

feasible and achievable goal of any T2T strategy. On

this, and a number of other issues, the community may

first need to establish an evidence-base that provides

robust scientific justification for any future attempt at

T2T strategies for SSc-RP or SSc-related digital

vasculopathy.

There is limited data available from clinical trials and

experts for guiding the initiation and escalation of oral

therapies for RP, including after treatment failure. Our

existing rather haphazard approach to managing SSc-

RP has historical parallels with the previous manage-

ment of RA and PsA. T2T strategies have revolutionized
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the management of inflammatory arthritis, with a

reduced burden of erosive disease, joint destruction,

and major disability. The success of T2T strategies in in-

flammatory arthritis can largely be attributed to more ef-

fective use of existing conventional DMARDs, although

the emergence of new treatment targets has undeniably

contributed to recent success. With the availability of a

broad repertoire of existing and new vasodilator drugs,

can we hope to achieve similar advances in the man-

agement of digital vasculopathy in SSc? For example, it

is now standard practice to use initial combination drug

therapies in patients with pulmonary artery hypertension,

reflecting the intrinsic vascular pathology in this compli-

cation. A T2T treatment strategy trial for digital vascul-

opathy in SSc could explore the relative merits of

different approaches (e.g. initial combination vs goal-

directed sequential therapy) to modifying the progres-

sive (structural and functional) microangiopathy of SSc

and clinical sequelae within the digits (e.g. RP severity,

digital ulcer occurrence) and other organs (e.g. pulmon-

ary artery hypertension occurrence).

There are many barriers to the successful develop-

ment of a T2T strategy for SSc-RP and digital vasculop-

athy, and in Fig. 1 we have proposed a roadmap with

five stages that may support the development of a T2T

strategy for SSc-RP. Key initial steps are to define the

study population and the goals of developing a T2T

strategy (stage 1) and to review and to shortlist candi-

date target items (stages 2 and 3, respectively). If con-

sensus regarding viable targets is not agreed at this

point, then the goals and purpose will need to be

refined. Subsequently, a consensus-building exercise

among relevant stakeholders (e.g. rheumatologists with

an interest in SSc-RP and patient representatives) would

allow the ‘target’ to be defined. Ultimately, well-

designed studies (stage 5) will be required to investigate

the feasibility and treatment benefit of a T2T strategy in

patients with SSc-RP. Much can be learned from the ini-

tial studies of T2T for RA, including randomized trials

that compared T2T with routine care, and those

comparing different treatment approaches (e.g. mono-

therapy vs combination therapy) to reach a defined tar-

get [9]. A key feature of these studies was that patients

were frequently reviewed, and there was clear guidance

on how to intensify treatment in patients who had not

reached the target [9]. In conclusion, it is hoped that

such efforts could optimize treatment approaches for

RP and herald the emergence of disease-modifying

vasodilator therapies for SSc-related digital

vasculopathy.
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FIG. 1 A proposal of a roadmap for developing a treat-to-target approach for SSc-RP
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