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Dear Eprror, We read, with great interest, the two recently
published articles by Iudici et al. [1] and Yomono and
Kuwana [2], highlighting the gradual decrease in the utiliza-
tion of glucocorticoids and the existence of a ‘window of op-
portunity” in SSc. We agree that the use of medications in SSc
is changing, and tailoring treatment to each patient’s needs is
challenging. This is one of the reasons why specific care path-
ways, such as the Leiden Combined Care in SSc (CCISS) co-
hort, have been instituted [3]. Therapeutic strategies in SSc
aim to target disease manifestations to improve patients’
symptoms but also to avoid progression of organ damage.
However, while recommendations and guidelines define first-
line treatments [4, 5], the management of second-line options
or combinations of therapies mainly relies on the rheumatolo-
gist’s experience and expertise rather than on specific treat-
ment algorithms. Furthermore, evidence regarding the
necessity of medication changes is scarce and it is unclear
whether and how SSc patients need to be treated in the long
term. Unlike what happens in other rheumatic diseases [6, 7],
the feasibility of tapering and even withdrawing immunosup-
pressive therapies in patients with stable SSc is still an open
question.

Using data from the CCISS cohort, our aim was to describe
how often treatment is modified during a follow-up period of
10years, with a special interest in the possibility of tapering
the dosage of immunosuppressors in patients experiencing
clinical improvement or persistently stable disease. We there-
fore analysed the use of and changes in immunosuppressive
therapies in the cohort, excluding the cases in which tapering
was driven by drug toxicity or side effects.

We included 708 SSc patients with at least one visit per-
formed between 2009 and 2021, accounting for 2968 visits.
All included patients fulfilled the 2013 ACR/EULAR classifi-
cation criteria for SSc [8]. A description of tapering of immu-
nosuppressive treatments at each visit year in all patients and
separately for subgroups defined on the basis of sex and auto-
antibody status is provided in Table 1. Furthermore, we ana-
lysed differences in tapering stratifying the cohort for
presence of interstitial lung disease (ILD), presence of

synovitis and disease subset (Supplementary Data S1, S2, S3,
available at Rheumatology online). At the time of referral to
the care pathway (i.e. at the baseline visit), 31% of patients
were receiving immunosuppressors and tapering was possible
in 8% of them. During the follow-up, tapering was possible
in a larger proportion of patients treated with immunosup-
pressive medications, up to 20% at the third-year visit
and 26% at the sixth-year visit. Stratified for sex and autoan-
tibody status, no significant differences emerged in the pro-
portions of drug tapering between males and females or
between patients with anti-centromere (ACA) and anti-
topoisomerase (ATA) antibodies.

Overall, immunosuppressive medications were tapered 137
times during the 2968 visits. Of the 107 patients who tapered
medications at least once during the follow-up, in 64% of
cases it happened during the first 3 years, suggesting that re-
ducing the immunosuppressive burden in our patients might
be feasible early during clinical follow-up. In 24 patients, ta-
pering occurred at the last available visit, whereas in 83
patients the management of medications could be evaluated
after tapering (246 follow-up visits). In 31 cases, therapies
were not changed further. In the other 52 patients, the treat-
ment regimen was modified again and in 31 cases we had to
either increase the dosage of the current therapy or initiate a
new immunosuppressive drug due to inadequate control of
the disease. This indicates that, in our large cohort of SSc
patients, tapering of immunosuppressors could be considered
in 15% of cases (107/708) and it was successful in approxi-
mately two-thirds (52/83).

Analysing the type of immunosuppressive medications used
(Fig. 1), we observed that treatment with MTX tended to de-
crease, while MMF gained favour over the years, in particular
in women and in ATA-positive patients (Supplementary Data
S4, available at Rheumatology online) but also in individuals
with ILD or in those with more extensive skin involvement
(Supplementary Data S5, available at Rbheumatology online).
The use of glucocorticoids remained stable in the overall co-
hort, but in analysing the different subgroups, we noticed that
at the baseline visits, low-dose glucocorticoids were used
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Table 1. Tapering of immunosuppressive therapies in SSc patients from the Leiden CCISS cohort

Visit All patients Female patients Male patients ACA-positive patients ATA-positive patients
ear
Y Whole  Patients Patients in Whole Patients Patients in Whole Patients Patients Patients Patients
group on IS which IS group on IS which IS group on IS in in in

therapy therapy is therapy therapy is therapy  which IS which IS which IS
tapered tapered therapy is therapy is therapy is

tapered tapered tapered

1 708 218/708 (31) 17/218 (8) 557/708 (79) 164/557 (29) 10/164 (6) 151/708 (21) 54/151 (36) 7/54 (13) 2/47 (4) 6/67 (9)

2 563 213/563 (38) 24/213 (11) 446/563 (79) 162/446 (36) 18/162 (11) 117/563 (21) S51/117 (44) 6/51 (12) 5/48 (10) 4/58 (7)
3 452 169/452 (37) 34/169 (20) 359/452 (79) 129/359 (36) 29/129 (22) 93/452 (21) 40/93 (43) 5/40 (13) 6/34 (18) 8/54 (15)
4 356 125/356 (35) 19/125 (15) 285/356 (80) 101/285 (35) 14/101 (14) 71/356 (20) 24/71 (34) 5/24 (21) 3/28 (11) 5136 (14)
5 275 91275 (33) 11/91(12) 226/275 (82) 76/226 (34)  8/76 (11) 49275 (18) 15/49 (31) 3/15 (20) 4124 (17) 327 (11)
6 225 74/225(33) 19/74 (26) 190/225 (84) 63/190 (33) 17/63 (27) 357225 (16) 11/35 (31) 2/11 (18) 8/19 (42) 6/26 (23)
7 165 44/165 (27) 7/44 (16) 141/165 (85) 40/141 (28) 6/40 (15) 24/165 (15) 4/24 (17) 1/4(25) 1/11 (9) 3/18 (17)

8 113 30/113(27)  2/30(7) 97/113(86)  28/97(29) 1728 (4)  16/113 (14)  2/16 (13) 172 (50) 017 1/11 (9)
9 74 21/74(28)  3/21(14)  60/74(81)  19/60(32)  3/19(16)  14/74 (19) 2/14(14) 012 03 2/11 (18)
10 38 13/38(34) 1/13(8)  27/38(71) 1027(37) 1/10(10) 11/38(29) 3/11(27) 03 012 1/8 (13)

Data are presented as #/N (%).
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Figure 1. Medication use over time in 708 SSc patients from the Leiden
CCISS cohort. ASCT: autologous stem cell transplantation; Cortico:
corticosteroids; other IS: immunosuppressors including rituximab,
tocilizumab and trial medications

mainly by males and patients with ATA positivity, diffuse cu-
taneous disease, ILD or synovitis (Supplementary Data S4
and S5, available at Rheumatology online), consistent with
the findings of Iudici et al. [1].

In conclusion, data regarding the use of immunosuppressive
medications and the possibilities of tapering in our prospec-
tive real-life cohort provide valuable insights into treatment
trajectories of SSc patients. We confirm the increased use of
MMF and we show stable use of low-dose glucocorticoids,
particularly in male ATA-positive patients. If early therapeutic
intervention might be beneficial and a window of opportunity
exists in SSc, as suggested by Yomono and Kuwana [2], taper-
ing immunosuppressive treatments might become feasible in a
proportion of patients with stable disease. However, the po-
tential occurrence of a relapse, as observed in 31 patients in
our cohort, highlights that patients should be monitored
closely after dose tapering or discontinuation of immunosup-
pressive therapies.

Moreover, prospective research with a longitudinal design
is warranted to elucidate the characteristics of SSc patients
who benefit from tapering strategies, but also to define the
schedules of dose reduction and the optimal timing for taper-
ing and discontinuation [9].
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