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Etanercept-related Cutaneous Nodulosis
in a Patient with Rheumatoid Arthritis

Woo Jin Han', Jong Rok Lee’, Kyu Hyun Yoon', Hyo Jin Choi', Han Joo Baek'

Departments of Internal Medicine' and Dermatology’, Gil Medical Center,
Gachon University of Medicine and Science, Incheon, Korea

Etanercept is a recombinant human tumor necrosis factor (TNF) receptor fusion protein, which
inhibits the biological activity of TNF-«. The common side effects of TNF-« inhibitors are
injection site reactions, infusion reactions and infection. Rheumatoid nodules are the most
common extraarticular manifestation of rheumatoid arthritis. Drugs such as methotrexate were
reported to be associated with rheumatoid nodules, but etanercept-related nodules were
uncommonly observed. We report the new formation of cutaneous rheumatoid nodules in a
58-year-old man during anti-TNF a therapy with etanercept. He had 2-year history of seropositive
rheumatoid arthritis, and been treated with methotrexate, hydroxychloroquine, sulfasalazine,
prednisolone and nonsteroidal anti-inflammatory drugs before etanercept regimen. Rheumatoid
nodules developed on the palmar surface of fingers 4 month after treatment of etanercept,
although his disease activity was maintained low. One month later, we decided to stop etanercept
because his nodulosis extended to elbow. Since then, he has been followed up without any
progression of rheumatoid nodules or aggravation of arthritis.
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Etanercept< & %2 AQ1ZF LFHINF- @)oll -8
o AR oz Agsle FE4 WMo Z TNF-«
AzA Jeg slo] FulelaBAd X gol Y
39S 7FA gt (1). Etanercept X &oll 7ba &3k
BAgo FAR Faubsyt Fo ¥ bwink
ol 1 t}&o g el (1). Fulelx=A AR
FulelgAde] 3] ok 25%014] UeEh}E
9] F4oz ofbA7A A9l WEA gow, FE
ol SJel A% AR} (2,3). Etanercept®t ATE
vt AAE =go] gFellAe W o Havt
gort @-7) Tl oA glch. 3 etanercept
g F A AT 32 A s LA
Aeg Hol Fulelzazbdele] f3ut AFHE v
£ Wl 7)Aol A8 Aoz Bl (8-10). ©f
o] AAEL Fulel23Ae] Aol A etanercept F
of F A%t fruleled AA 16lE Aysidslel
B35k wlho]th
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ssAl WA At Ul g AN AR e
Aeoz 2005 59 Widssieh Awke £k ow
Apo| A (proximal interphalangeal joint)¥} =38 &
7}ehw] 3+ (metacarpophalangeal joint)oll 1417+ o]
AEE T obdwudta oAl FEX, 59 A
Sol Agieh TRGAZ Al WET 10,520/mm’ (£
T 66.0%), AL 135 gdL, F4£IF 446,000/
mm’, HEFIYAEE 74 mmpr (44X 0~10
mm/hr), CHHSAITH 3,60 mg/dL (BAX 0.01~0.5
mg/dL)e] Ak Bt A A A Feb 81 gdL, &
Frl 4 gdL, ¥ Wa]FHl 0.7 mg/dL, alkaline phos-
phatase 259 IU/L, AST 15 IU, ALT 10 IU/L, BUN
10.9 mg/dL, creatinine 0.9 mg/dLo]%it}. Fule] 2Q1=}
765 IUmLe|A L g FA ot Fhuhs
oo A LEHEE (reticular pattern)o] &0 F
5 st SEdd & Aldsigleon 714 H)
Agto] A=At FAHA 30 A HAAHe =
FAMNA Fol & LA [AH S Wgkom, A3 A

Fig. 1. 0.5~1 cm sized skin-colored 4 nodules on palmar
surface of fingers.

3079 FAE o] Heolare ok A=
B 2H|Zo] =84, prednisolone, hydroxychloroquine,
sulfasalazine©. 2 X|83lg o} SHE Holx ¢ko}
methotrexate (MTX)S F7lstgom ol AAEL
TAEACE 200610 89 THFEEke] AlStEo] A
L L SR o Rl B a2 o K B B o - i R R |

q
st A bk Fo] oF3tkElo] 20074 3EHE eta-
nercept (25 mg twice weekly) XIEF A|&siv).
Brancreept 0] 37149 ¥ AUTHAEE 41 mmhr,
Cub-S AR 032 mg/dLE sk AATL oA
& Bou, Fof 42Aol k& EvbEe] EnpeE
o]l 0.5~1 cm Z7|2] ZAHo] 107] 7}eF Hol|7] A
Zatdeh(@® 1. HARF=FAANA FAE ARE
A WA z4S geteAd R 23T B
new FulelaA AA-dd et L7eldrh(E
2). F& Hu ] 2ERelt FYUXEE JUoH
IS HolA ¢k, WHo] TEX7tA] A ehE o]
ctanercept Fo1 sAHAlel FRetlch 4 AAL
F5 A F A Fulel A AL
W= ¢kokeh. FA etanercept TEH S/HYAZ ]
ZH|Zo| =84 (nabumetone 1 g/¥), prednisolone
15 mg/¥, hydroxychloroquine 400 mg/%, sulfasalazine
2 gA% §A Folvl BT ok 713 e
A8 glol 24 Zoloh
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Fig. 2. There is a fibrinoid degeneration of collagen
surrounded by  histiocytes in a palisaded
arrangement (H&E stain, x100).
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Frubel=A AA o] i 71H L ol kA wEelA]
okt mrEA el F4A LA g ol AN A
g folzZ Ao P £ FHE I, of7]el
IgM RF W&t ez Q3 AdFA Al&st
Ql(IL-1, TNF-@, TGF-#, PGE2)9] Eu|7} Foisl=
Ao g Bl (23,13). AAdE Fvlel=A HAo]
v AgA F2e AdSA £4o] SRR
TNF-a AAA X527t 24 FAE AT o=
oAAA @). ZEY TNF-o dAA Ag F d444
23 FulgladAdedo] sAHNE Esla FulE
24 AA o] whAgtlE FH TS Eavl (4-7,14,15)
ewa A- Aol TNF-e¢HthE TGF-Sut IL-1
T AEFRRIe] FoJele AR FA A HAZ
Wikaningrum 52 1532 Fulel=3de] 3hatellA
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3, BAggz=A ol vzl Futel=4g ZAA-oA B Kﬂ
v ¥4 AZ7E A, INF-o= dorn [L14E
=A Uebskel (8). Kaiser 52 8789 Fulel~ o
Aol sAbollAl 6/0E 7t etanercept X BE A ¥l
ot fFubelag AAe] ougle FAEE HolA=

ie]

%Sk a1 (9), Zielinski 5 FuE] 2T ] Aol A
etanercept«] ALgo] EF TGE-£ & 93 F
A gkes B3t vl drk (10).

5‘177]'1] TNF-a¢ JAA ] A&7 Af= Fulel
24 A AL E 8oyt R E|QIET etanerceptoll
)3t 7397} 69, infliximab¥} adalimumabel] 2]k 7
7 27k & AdlF el qde} (4-7,14,15). Etanercept o1
A Feresg A4 wgAAe A0S A
FE (5) 210874 A (6) ksl e 6ol BF
el =Q1Ad Fgolda MTX H-&3Ho] et 71E
Frutel A AL 3efloflA] IRl QR (5,6) ME
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5 AAur A7) 2ol A= etanerceptE A E}od

o

Of

— 252 —



— 3% 2] : Etanercept X| &

Table 1. Reported cases of tumor necrosis factor inhibitors-related nodulosis in rheumatoid arthritis

Biologic Pre-existent Time to Dru,
agen%s Sex Age RF Nodules New Nodules Event (mo) With drfwal Outcome Reference

Etanercept F 53 + No Lung/SC 4 Yes Regression<2 ms 4
Etanercept M 52 + SC SC 2 No Stable 5
Etanercept M 50 + SC SC 3 No Stable 5
Etanercept M 67 + No Lung 2 Yes Regression<3 ms 5
Etanercept F 41 + SC Lung 21 Yes ? 6
Etanercept M 50 + No Lung/SC 12 Yes Regression <3 ms 7
Etanercept M 58 + No SC 4 Yes Stable Present case
Infliximab F 4 + SC SC 12 No ? 14
Adalimumab F 45 + No SC 27 No Stable 15

RF: rheumatoid factor, SC: subcutaneous
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