DRF7 3:3 Switching from synthetic to biologic DMARDSs - Is there an insufficient use of methotrexate?
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Background & Objectives Treatment strategies in the first year of observation Stop of MTX therapy

In the majority of patients receiving MTX monotherapy, treatment was not escalated in the || In the first year of observation, 428 patients (24%) discontinued MTX, in particular

first year. Of the patients who directly switched to a bDMARD, one in five received MTX || patients with doses <7.5 mg/week (Table 2). MTX was most frequently stopped due to

doses >20 mg/week already at baseline (figure 1). adverse events, especially nausea and vomiting (17%), increased hepatic enzymes (12%),
Baseline 365 days _ infections (7%), other gastrointestinal complaints (7%) and alopecia (4%).
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An US american study suggested that patients with rheumatoid arthritis (RA) who do
not respond adequately to methotrexate (MTX) are switched too quickly to a biologic
DMARD (bDMARD)!. We were interested in whether this also applies to Germany
and investigated MTX doses, treatment strategies and escalation as well as the
influence of the route of administration on switching, using real-world data.

1 Rohr et al. Arthritis Care & Res 2016; 69:794-800

Methods MTX >20me/week: 18% bDMARD MTX Stop of MTX (% 29 25 18 21 (multiple answers
3% switch to bDMARD i : i
* Data from the RABBIT register with database closing date on 30.4.2017 — monotherapy | | REVERIIE LI JRUEEIED 83 120 99 87 possible).
_ _ . _ _ _ _ — 84% maintain therapy Reasons
* Only biologic naive patients with at least one DMARD failure,~enrolled with the 17% + additional csDMARD 6% switch to b
_ K 7% o switch to bDMARD Ad t ((y) 64 66 75 70
start of a new MTX monotherapy (Mono) or MTX + one other csDMARD (Combi) MTX >20mg/wee e rr— verse events (%
and at least one follow-up 7% switch to bDMARD —_—l Effectiveness failure (%) 20 20 23 33

3% switch to combination thera
MTX >20mg/week: 21% . by Remission (%) 16 8

Days until switch (median): 180 Non-Compliance (%) 12 8 5

* Descriptive analysis of patients (n=1773) in the first year of observation

* Subanalysis: Descriptive investigation of patients with indication of the MTX route

C dt tient d ' th , Combi th tient ined thei
of administration (n=1091; oral (oMTX), subcutaneous (scMTX)). ompared to patients undergoing monotherapy, Combi therapy patients remained on their

baseline therapy more often. However, if the response rate was not sufficient, dose

| escalation was less frequent and a switch to a biologic more frequent (figure 2). Conc|u5|on
Results 2aseine e If patients with rheumatoid arthritis respond insufficiently to MTX,
' 0 ' 70% maintain two csDMARDs ' . . ) .
A total of 410 patients (23%) were enrolled with MTX monotherapy. Half of these e ——— Treatment German rheumatologists use differentiated strategies such as MTX
received sulfasalazine before inclusion, one in four hydroxychloroquine and 14% & . 90% maintain therapy trategies i _ L . .
strategies in dose increase, combination with additional csDMARDs or the

leflunomide. In the 1363 patients with Combi therapy, leflunomide (57%),

10% switch to bDMARD patients under

MTX >20mg/week: 1%

sulfasalazine (22%) and hydroxychloroquine (19%) were the most frequent partners increase of glucocorticoid dose. Too fast switching to a biologic was

_ _ _ N _ 16% switch to bDMARD + maintain therapy MTX + one : : :
to MTX. Combi patients were more likely to have positive rheumatoid factor and MTX >20mg /week: 12% other not found in the data of the RABBIT register. The observation from
more frequently showed erosive changes (Table 1). Days until switch (median): 167 csDMARD the USA could not be confirmed.
_m Table 1: Regardless of the baseline therapy, the glucocorticoid dose was frequently adjusted | | e thank all participating rheumatologists, especially those who have enrolled the highest number of
N (%) 410 (23) 1363 (77) Patient prior to the switch to a biologic: at inclusion and before switch to a biologic agent, | | patients: Kaufmann J, Klopsch T, Eisterhues C, Kaufmann J, Braun J, Liebhaber A, Rockwitz K, Schwarze I,
P . . . o o . Krause A, Tony H, Zinke S, Graldler A, Berger S, Remstedt S, Wilden E, Ochs W, Haas F, Burmester G, Bruckner
| & ) CharaCte_rIStlcs the proportlons of patlents with doses >5 mg/d were 15% and 25/” respectlvely. In A, Richter C, Roser M, Kihne C, Bergerhausen H, Wassenberg S, Balzer S, Bohl-Buhler M, Harmuth W, Fricke-
Female patients (%) 79 71 basel . . . . . : .
- - at baseline patients who did not switch to a biologic in the first year, this increase was not || Wagner H, Wiesmiiller G, Lebender S, Bussmann A, Stander E, Kellner H, Edelmann E, Stille C, Tremel H,
ge In years 0/ was: . : ) o : Kérber H, Meier L, Hamann F, Miller L, Krummel-Lorenz B, Kriiger K, Kapelle A, Thiele A, Mébius C, Pick D,
e A years 63 57 observed (13A) with glucocort|c0|ds >3 mg/d durmg follow up vs. 14% at baselme)' Kekow J, Feuchtenberger M, Schmitt-Haendle M, Karberg K, Brandt H, Seifert A, Manger K, Weil3 K, Prothmann
’ / . 2t : U, Aringer M, Krause D, Muller-Ladner U, Richter C, Zanker M, Burmester G, Backhaus M, Reck A, Herzberg C,
Rheumatoid factor positive (%) 46 58 Subanalysis: Rc.)Ute Of.MTX admlr"s"atlon o . . Schulze-Koops H, Griinke M, Baumann C, Eidner T, Dockhorn R, Herzer P, Heel N, Dahmen G, Wiesent F, Zeh G,
: . Of the 1091 patients with information on the route of administration, 56% received oMTX | | Heel N, RoRbach A, Menne H, Sérensen H, Demary W, von Hiniiber U, Winkler K, Schneider M, Bussmann A,
Erosions (%) 22 30 and 44% scMTX. One in five scMTX patients switched to a biologic (oMTX: 10%). These Gause A, Euler H, Streibl H, Blank N, Hantsch J, Alliger K, Max R, Gause A, Moosig F, Bruns A, lking-Konert C
DAS28 4,5 4,4 patients received on average 17 mg MTX/week at baseline, 15% received doses of >20 Fund
% of full physical function 71 72 Numbers are mg/week. Thus higher doses were more frequent in scMTX than in oMTX patients who un mg_ ‘ o - ‘ , . ,
No. csDMARD failures 12 13 ”lf\ans unless switched to a biologic (mean: 14.6 mg/week; 3% >20 mg/week). In addition, scMTX patients EAI?tB'IT ISH un(IJIeLo.I”byMaS[J)oSl.r;]t, urg%ndr:tlonaplf.granl’; rﬁmSAbe|e, Brljtalég/lyers Squibb,
. ¢ ! otherwise . . 0 elitrion, nexal, LIy, arp onme, 1Zzer, Rocne, > amsung un .
GC in mg/d (mean over 6 months ) 29 3.0 specified. received more often glucocorticoid doses >5 mg/d (19 vs. 11% for oMTX). www.biologika-register.de
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