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Peupatika Noonpata Ko
Nedplkn cuvoonpotnta



Peupatikad NoonuaTa TTou oxetidovTal
UE VEPPIKEC OTTEIPANATIKEC BAAREC

2.U0TNUATIKOC EpuBuuatwdng Aukog
Peuparocidng ApBpitida

MIKTH) vOOOC TOU 2UVOETIKOU loTOU
PeupaTikog NMupeTdc

AYKUAWTIKA 2TTOVOUAITIOO

0. Reiter’s
AgpuaTtouuoaitida/TToAupuoaiTIda

2 KANPOOEPUQ

YTrotpoTtrialouca TTOAUXOVOPITIOA
AyyeliTidoa



Neppik) Noooc¢ aotn Peupuartogion
ApBpiTida

MeuBpavwdng ZITEIPAPATOVEPPITION

MeoayyeloUTTEQTTAQCTIKN 2TTEIPAUATOVEPPITION
(xIgA evaTtroBEoeIq)

AlaXuTN UTTEPTTAACTIKI ZTTEIPAMATOVEPPITIOA
PeupuaTikn Ayyelitidoa
AluAogidwaon



2. NUAVTIKA VEQPOTOCIKOTNTA ATTO PAPMAKA TTOU XopnyouvTal
oTn Bepartreia TN PeupaTogidouc apbpiTidag

NSAIDS . Og&eia diapeon veppiTida pe Né6oo
TWV EAGXIOTWYV AAAOCIWOEWV

. O&eia cwAnvaplakr VEKpwOoN

1.

GOLD SALTS MeuBpavwodng 2N
NOOOG TwV EAAXIOTWY AAAOIWOEWV

Occia cwAnvaplaki VEKpwonN

w N

D-PENICILLAMINE MepBpavwdng =N
Taxéwcg E¢ceNlooouevn ZN

NOOOG TwV eAAXIOTWY AANOIWCEWYV

CYCLOSPORINE Xpovia VEQPIKA ayyeIoTTadela

Xpoévia didpeon veppoTTadeia

R &=



MikpouU BaBuou veppoTocIKOTNTA ATTO (PAPUAKA TTOU
xopnyouvTtal oTn Bepartreia TNG PEUPATOEIOOUC

apOBpiTidac
METHOTREXATE 1. O&eia cwAnvapilakr vEKpwon
AZATHIOPRINE 1. Octcia didueon veppiTida
ANTIMALARIALS 1. Emdeiviwon vePpikng Asitoupyiag o€

TTpouTrapyxouca XNA Kupiwg o€
NAIKIWPEVoOUG aoBeveic (J Rheumatol
1995;22:34-7)

2. Aucnuévocg Kivduvog
ANPIBANCTPOEIOOTTAOEIOG

SULFASALAZINE ;

LEFLUNOMIDE ;



MBaVEC EMUTAOKEC QO TNV QVTLPEUMATIKN QAYWwYr O€
aoBeveic pe PA kot XNA / AIMK

Corticosteroids . Embeivwon alwOaipiag
Katakpatnon Na+

Avtiotaon otnv WWoouAivn
Ynéptaon

NSAIDS 1. Embeivwon vedplkng Aettoupylog
2.  Auénuévoc Kivéuvog alpoppayilog memTkou
Methotrexate 1. To€lkn cucowpeuon
Azathioprine 1. AuokoAia puBuong kataAAnAng d6ong
Cyclosporine 1. Auénuévog kivbuvog vedpotolikng BAaBNG, unéptaong,
OTIACHWYV, TPOHUOU
Hydroxychloroquine 1. Embeivwon vedplkng Aettoupyiag os mpolnmapyouvoa

XNA kupiwg og nAtklwpévoug aoBeveic (J Rheumatol
1995;22:34-7)

2.  Auénuévoc kivbuvocg apdipAnotposidbonadslag,
HuomnaBelag, veupomnadeilac, puokapdlomnabelag

Leflunomide 1. Mmnopel va xopnynOel xwpic tpomnomnoinon tng 66ong
(Beaman et al 2002)

Sulphasalazine 1. MBavn amoppddpnon Kal ToElk CUCCWPEUON
2. AodaAng xopnynon oe atpokdBapon and Akiyama et al
2003 !!
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Kidney disease in RA patients: prevalence and implication on
RA-related drugs management: the MATRIX study
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S. Karie', F. Gandjbakhch®, N. Janus', V. Launay-Vacher', S. Rozenberg®, C. U. Mai Ba',
. 2 : 1

P. Bourgeois™ and G. Deray

Objectives. The prevalence of kidney disease (KD) indicators together with the profile of RA drugs prescribed in RA patients was
investigated in the MATRIX study (MeThotreXate And Renal Insufficiency).

Methods. Renal function (RF) was assessed using Cockeroft-Gault (CG) and abbreviated Modification of Diet in Renal Disease (aMDORD)
study formulae.

Results. Serum creatinine (5Cr) was normal in 81.4% of the 129 patients included. According to the Mational Kidney Foundation (MKF)
classification, the distribution by stage of KD was, using the aMDRD and CG formulae, as follows: stage 1: 11.3% and 11.4%; stage 2: 20.0%
and 20.3%; stage 3: 15.0% and 24.1%; stage 4: 0% and 1.3%; stage 5: 0%. Proteinuria, haematuria and leucocyturia were observed in 16%,
17% and 20% of the patients, respectively. Using the aMDORD and CG formulae, 36% and 38% of the prescriptions made in patients with
glomerular filtration rate (GFR) <60 ml/min required a dosage adjustment. Among the patients with GFR <80 ml/min, 83-90% received at
least one drug that required a dosage adjustment and 67-70% received at least one drug that was potentially nephrotoxic, according to
aMDRD or CG formulae, respectively. Five (50%) and 8 (47%) patients did not have appropriate MTX dosage adjustment according to their
stage of KD with aMDRD or CG formulae, respectively.

Conclusion. Systematic estimation of RF with CG or aMDRD formulae and urine dipstick are necessary in RA patients. In patients with KD at
high risk for drug toxicity, dosage should be adapted to RF.



MéBodog Cockceroft-Gault

(140 - age) x lean body weight [kg]

CCr (mL/min) =
Cr[mg/dL] x 72

E¢iowon MDRD

GFR, in mL/min per 1.73 m2 = 170 x (SCr[mg/dL])exp[-0.999] x
(Age)exp[-0.176] x (BUN [mg/dL])exp[-0.170] x
(Alb [g/dL])exp[+0.318] x (0.762 if female) x (1.18 if black)

Ne@pikr) BAGBN

Kidney damage was suggested by the presence of proteinuria
(>1+4), haematuria (>1+) or uninfectious leucocyturia (=1+
without nitrite).

http://www.kidney.org/professionals/KLS/gfr_calculator.cfm

http://nephron.com/mdrd/default.html



2tadto tnc XNN cupdwva pe tic odnyiec

tnc KDOAQJ

Nedpukr BAaBN pe
dUCLOAOYLKO N

avénuévo GFR

2 Nedpikni BAABN He ATULA
uelwon tou GFR

3 Méetpla peiwon tou
GFR

4 MeyaAn pelwon Tou
GFR

5 Nedpikn avemapkeLa

TeEALKOU otadlou

> 90 ml/min/1.73 m?

60-89

30-59

15-29

<15

3.3%

3%

4.3%

0.2%

0.2%
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Kidney disease in RA patients: prevalence and implication on
RA-related drugs management: the MATRIX study

TasLe 2. Prevalence of KD in RA patients EI.GC-DI‘EHI"‘IQ to NKF classification in
MATRIX study patients

Prevalence, n (%)

aMDRD formula CG formula
Stage GFR (ml/min/1.73 m?) n==80° (%) n=79% (%)
Stage 1 =090+ Kidney damage® 9 (11.3) 9 (11.4)
Stage 2 60—89 + Kidney damage® 16 (20.0) 16 (20.3)
Stage 3 30-59 12 (15.0) 19 (24.1)
Stage 4 15-29 0 1(1.3)
Stage 5 =15 0 0
All stages 37 (46.3) 45 (57.0)

Conclusion

This prospective observational study showed that the prevalence
of KD indicators in RA patients is common. Nearly half of the
RA patients are presenting a KD according to NKF classification.

Rheumatology key messages

e SCr is not sufficient to estimate RF in RA patients.
e In patients with KD at high risk for drug toxicity, dosage should be

adapted to RF.




BloAoylkeg Oeparmeilec: EMOPACELC
ota vedpa



Elvat vedppotoéikotl ot BloAoyLkol
TTOLPOLYOVTEC;;;

Anti-TNFa Infliximab
Etanercept

Adalimumab
Cetrolizumab pegol

Golimumab
Anti-ILe Tocilizumab
Anti-IL1Ra Anakinra
Anti-B cells Rituximab
Anti-T cell costimulation Abatacept

Anti-IL 1 Canakinumab



BloAoyikol mapayoviec: entdbpaon otn
VEPPLKN AeLtoupyla

Infliximab 1. Aev emnpedlel tn vedpikn
Etanercept Aettoupyia

Adalimumab 2. Agv anatteital mpooappoyn 60on¢
Cetrolizumab pegol o€ veppLlki AVEMAPKELDL
Golimumab 3. Nedppikny avtoavooia (anti-TNF)

Tocilizumab
Rituximab
Abatacept
Canakinumab

Anakinra 1. Aev amaltteital mpooappoyn 60on¢
oTNV NLa VEPPLKN AVETTAPKELQL
2. Xopnynon L tpocoxn ot HETPLA
VEDPLKN QVETIAPKEL
(50ml/min>Clcr>30 ml/min)



BloAoyikec Beparmeiec oe aobeveic pe
Peupatiko Noonuo

Ot peyaAec KAwiIKEC pehetec AEN
ouumepleAaBov aoBevelc pe
kaBapon kpeatwivng <50 ml/min

(Gepaneum«')q un6ekuéq;;)



DappuakokvnTkn Twv BloAoyikwv
TTOLPOLYOVTWV

AEN vumapyxouv emionua
dappokoKlvnTika 6edoueva os
acBevelc pe peTpLa N cofapn
VEPPLKN OVETIAPKELDL
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The pharmacokinetics of etanercept in patients with
end-stage renal disease on haemodialysis

Burl R. Don, Gregory Spin, Ivan Nestorov, Matt Hutmacher, Aubri Rose
and George A. Kaysen

Conclusions

The pharmacokinetics of etanercept in patients with
chronic renal failure on haemodialysis are similar
to those in patients with normal renal function. It is,
therefore, feasible to administer etanercept to HD patients
without adjusting the dose.
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Treatment of a Patient With End-Stage Renal Disease
With Rituximab: Pharmacokinetic Evaluation Suggests
Rituximab Is Not Eliminated by Hemodialysis

Anand P. Jillella,* Paul M. Dainer, Andre M. Kallab, and Celalettin Ustun

Medical College of Georgia, Department of Medicine, Section of Hematology, Augusta, Georgia

The purpose of this study was to determine if therapeutic levels of Rituximab could be
achieved in a patient with renal failure being dialyzed and if Rituximab is removed by
hemodialysis. A 54-year-old man with low-grade lymphoma and renal failure on hemodi-
alysis received 8 weekly treatments of Rituximak at 375 mg/M?. Serum Rituximak levels
were obtained before and after each treatment, before and after dialysis following each
treatment, as well as in the dialysate fluid. The serum levels of Rituximab increased
gradually with each treatment and were comparable to levels in patients with normal renal
function. The postdialysis levels were higher than the predialysis levels as a conse-
quence of hemo-concentration after dialysis. Rituximab was not detected in the dialysats
fluid. The patient developed life-threatening hyperkalemia after the fourth treatment,
which we believe occurred secondary to tumor lysis. Therapeutic levels of Rituximab may
be maintained in patients undergeing dialysis. Rituximab is not eliminated by hemodi-
alysis. Am. J. Hematol. 71:219-222, 2002. & 2002 Wilsy-Lizs, Inc.

Key words: Rituximab; follicular lymphoma; low-grade lymphoma; renal failure; tumor
lysis; hemodialysis



DappokoKvNTLKN TWV BloAoylkwv mapoyoviwy
o€ aoBeveic pe puololoyikn vepplkn Asttouvpyla

* H Bodlabeopotnta eivol ewc kat 100%
* H katavoun €lvat KUpLlwe avtlyovoeLldLKN

* H amoBoAn emntteAsital KUpLWC LECW
hOYOKUTTAPWONC

* E¢aipeon amoteAel to Anakinra mou
artoBAaAAETAL OTIWC N KPEATLVLVN KOl LELWVETOL
0€ VEDPLKI QVETIAPKELL



Extoc evbeiéewv (off label use)
xopnynon BLoAoylkwv mapayoviwy o€
aoBeveic pe Pevpatikdo Noonua Ko
vedplkn avemapkeLla (otadia 1-4)
[Mopouvoiaon case reports



Anti- I NF treatment m secondary amyloidosis

V. Ormiz-Santamaria, M. VaLis-Roc, M. SanMarTI,
AL Ouvi

Rheumatology 2003;42:1425-1426

Painful Swollen CRP ESR Creatinine Proteinuria

Follow-up joints joints (mg/1) (mm, 15t h) (mg/dl) (2/24h)
Patient A

Baseline 26 13 30 24 1.13 0.70

10 months B 5 223 25 1.6 n.d.

22 months 4 2 1] 7 1.23 0.34

28 months 3 0 10 8 1.31 (.35
Patient B

Baseline 2 1 1649 58 2.7 1.95

10 months 2 1 20.1 113 2.6 1.14

16 months [} 1 g 33 2.23 (.48
Patient

Basaline 3 7 387 110 2.43 1.18

10 months 0 3 0 31 2 (.36

CRP, Cereactive protein (normally < 3mg/l); ESR, ervthrocyte sedimentation rate; nd., not determined.

Bloloyikn Beparneia pe 3mg/kg Infliximab
Attia deuteponaBolc apvlosidwonc n Pevpatosldric ApBpitidba

Juunepaopa: Oxt ermdeivwon vedpkng Asttoupylag, OxL AAAEC TTOPEVEPYELEC



ARTHRITIS & RHEUMATISM
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Improvement of Renal Function and Disappearance of
Hepatitis B Virus DNA in a Patient With Rheumatoid Arthritis
and Renal Amyloidosis Following Treatment With Infliximab

Maria Grazia Anelli, Diletta Domenica Torres, Carlo Manno, Crescenzio Scioscia,
Florenzo lannone, Michele Covelli, Francesco Paolo Schena, and Giovanni Lapadula

+ Infliximab 3mgfkg (I.v.)

A
£
T
£ Y Y Y Y Y VY ¥V Y ¥ VYT
ﬁ L I AT so
+, - 3 -
¢ ] . . s s 5@
EE "-._ _-"; - L_,ﬁr-f | E'E'
=] LR - ;. ==
e -. G - L
] I e iy o EN -
£ 41 o P W g
- =
E . 15 4 2
c ¥ - [
E g q 1 L IR T e | 5
e o 1 Conclusion
060 evidence of HBV reactivation. Our patient had a com-
] B .
AN I plete and prolonged disappearance of HBV DNA after
N T g [0 | year of treatment with infliximab, and improved renal
‘ # 2000 function with a reduction of daily proteinuria. However,
2 ..«'-.,_ H L1500 & continued laboratory and clinical monitoring is required.
T >
. s S L1pe 8
2 i 1: g
o - 500
— E
. 4 L — . a— . 2 Y 0




Efficacy of etanercept in patients with AA amyloidosis
secondary to rheumatoid arthritis

T. Nakamural®, S. Higashi!, K. Tomoda?®, M. Tsukano?, S. Baba?

Patient’  Dhsease duration SAAL Prior Associated Crrgzn Protemuria Semum creatinine Follow-up
Agel EA/Amylodsis Zene DMARD:  Predmsclone  mvolvement (g/day) (mgz/dl) [weeks)
Sex ivears) polymorphism {mg/day) Imitizl® Last™ Inatial® Last™
1i53F 12711 13713 CYC.MTX 0 Kidney 2.6 0.6 43 45 68
BL, 5ASP
257F 252 11713 CYC.MTX 3 Eidney 3z 12 3.3 36 36
G5T, CyA Digestive tract
TCR, SASP Thyroid
370 43/5 13713 G5T, BU 10 Eidney 1.9 17 23 22 20
MIX, AU
4'eit I L3 MIX, 1M z Kadney L3 0.3 0y 0y 3
CYC,BU Heart. thyroid
LEF, 5ASP Bladder
Digestive tract
558F /2 1.2713 BU, D-p, AU 5 Kidney 25 12 4.0 33 32
TCE, CYC Thyroid
MTX Digestive tract
672 F 42 13713 CYC.MTX 10 Eidney 1.2 03 0.5 04 37
BU, CyA
T34 F 15/4 13713 BU, MTX 3 Kadney LY S L6 14 4
SASP,. TCR Thyroid
CYC Digestive tract

CYC: eyvelophosphamide; MTX: methotrexate; BU: bucillamine; SASP: sulfasalazme; GST: sodinm aurcthiomalate; CvA: ciclosponn; TCR: tacrolimus; AT
aurznofin; IM: azathioprine; LEF: leflunomide; D-p: D-penicillamine.
* *#% The value of nitial (before etanercept) - and last (the index time) - visit following treatment with etanercept between follow-up peniods.

Clinical and Experimental Rheumatology 2007; 25: 518-522.
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CASE REPORT

Etanercept treatment in rheumatoid arthritis patients

with chronic kidney failure on predialysis

Soo-Kyung Cho * Yoon-Kyoung Sung * Songree Park ¢
Sang-Cheol Bae

—#——  Pabent |

—-— tent 2
Eranercept start - Patient 2

5. a = =& - = - Patient 3
ol -,
35-/;_'_\/—0—/\
A J
D 25| .
S| EA
%lﬁ' \.H"ﬂ. A
ol LSS P

1246 0 309 15 21 27 33
Dwration Month
*Modification of Diet in Renal Disease study equation

Fig. 2 Change in MDRD* GFE during etanercept treatment. *Maodi-
fication of Diet in Renal Disease study equation

Conclusion

three cases suggest that etanercept might be a potential
treatment option for RA patients with chronic kidney
failure on predialysis. Larger trials are needed, however, to
further support its use in this patient group.

8 —— Patient |
. A — J— PFatient 2
| K = = nly =+ Patient 3
e BT '
7
Hosl
=]
L} ‘.
& 4 = _-‘ - - " * '.I
= AL S
3 i
2L - — |
- ~
1l - - —=u
D i i i i i
0 3 9 15 21 27 33

Duration Month

Fig. 1 The disease activity score (DAS) 28-ESR at baseline and dur-
ing treatment



Anti-tumour necrosis factor o therapy in patients with
impaired renal function
Axel J Hueber, Andac Tunc, Georg Schett, Bernhard Manger

Ann Rheum Dis 2007:66:981-982. doi: 10.1136/ard.2006.069211

Table 1 Characteristics of patients with renal insufficiency and anti-tumour necrosis factor o therapy

Patient
1 2 3 4 5 (V] 7 a 9 10 11
Age (years) 30 64 &5 65 &7 71 72 63 76 50 34
Sex M M F F F F F F M M F
Diagnosis RA RA RA RA, RA R R RA RA Psi JRA
Use of anti-TNFx therapy ETC ETC ETC ETC ETC ADM, INX,  ADM, INX,  INX Ik I M
ETC ETC

Concomitant diseases:

Hypertension + + + + + + + + + +

Diabetes + + + +

Mon-steroidal anti- + +

infammatory drug

r'n=.-,|:rhr1:r|:|-|:|1h*_.r

Sarcoidosis +
EULAR response Good Good Mone Good Mone Mod Mone Mone Maone Rem Good
Creatinine (mg/dl)

Month 0 1.34 432 1.13 1.5 1.99 1.5 1.09 1.34 1.57 1.12 ESRD

Month 3 1.41 433 119 1.54 1.81 1.6 1.23 1.34 1.21 1.13

Month & 1.38 485 107 1.59 1.96 1.9 1.12 1.46 1.05 1.04

End of study interval (months) 1.71 (17) 5.46(22) 1.26(24) 2.2(19) 2.47(13) 2.1 (15 1.13 (10) 1.45(22) 2.14(21) 1.2 (20)

Maximum 1.71 546 126 22 2.47 2.1 1.31 1.68 214 1.24

ADM, adalimumab; ETC, etanercept; ESRD, end stage renal disease; EULAR, European League Against Rheumatism; F, female; INX, infliximab; JRA, juvenile
rheumatoid arthritis; M, male; Mod, mederate response; NSAID, non-stercidal anti-inflammatory drug; PsA, psoriatic arthritis; R4, rheumatoid arthritis; Rem, dinical
remission; TMFz, tumour necrosis factor .

Two patients were treated with all bickgical therapy (ETC, ADM and INX); the others were treated with only one biclogical therapy. The end of the study interval
indicates the duration of cur observation period with any of the biclogical treatments. Patients responding to this treatment continued to receive anti-TNFx therapy.
Values in parentheses denote the period of the study time of the study interval for each patient in months.



Anti-tumour necrosis tactor o therapy in patients with

impaired renal function

Axel J Hueber, Andac Tunc, Georg Schett, Bernhard Manger

1.2
10
0.8
0.4
0.4
0.2

A creatinine [mg;"dl]

=12

L, T % A O [} n
B e e 0 B3 @ e ol

Maonths

L &4

EREREREEREERE R

A creatinine [mg,-"'dl]

085 Month 0 Month 3 Month &

Figure 1 Course of creafinine in renal insufficiency with concomitant anti-
tumour necrosis fockor alpha [TMFa) therapy, [4) Time course of change [A)
in serum creatinine concentrations in 10 patients during anfi-TM Fx therapy.
[B) Creatinine changes [A) within the first & months of anti-TMFa therapy.
Dashed-dotied line depicts change in creatinine of 0.5 mg/dl. Mo
significant increases, as analysed by Friedman's test,

Ann Rheum Dis 2007:66:981-982. doi: 10.1134/ard.2006.069211

2YMIEPAZMA

been excluded from these trials.** In conclusion, our data
indicate that the use of TNFx inhibitors has no negative effect
on renal function in patients with kidney disease.
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LETTER

A case of active rheumatoid arthritis with renal dysfunction
treated effectively with tocilizumab monotherapy

Takashi Kato + Lchiro Koni « Ryo Inoue -
Susumu Kitajima + Mitsuhiro Kawano -
Masakaru Yamagishi

v R

Lu-xmrm i lE{I mgf'r.ia

120 mg/day
M |II|||II|||II|||I|||II|||II|||I||||||||||||||||II||III||JII||III|||I|||II||III|III|III||II|||I|||II|||II|||II|||I|||II|||II|||I||||||||I|||II|||I|||II|||I i

DAS2E-CRP 4.84 # 220 — |59

Serum Creatinine 1.62  1.72 1.70 l.56 .51 l.54 .70 l.61 1.62 1.73
img/dL)
5 Conclusion
:E.l I 4 because the clinical usefulness of etanercept and toc-
= & ] tlizumab in patients with renal dvsfunction i1s suggested by
% H only a few case reports, further investigations are necessary
E— ne \ toconfirm the exact safety of treatment with the biologics in
g "ll C-reactive protein patients with renal dystunction.
E‘T"A 2 11.
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- AA-phAAAA A
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Case Report

Treatment of a patient with chronic renal
failure with rituximab for a follicular
lymphoma: safe and successful option

of rituximab therapy

Abstract: A 47-yr-old woman presented a chronic renal failure for 5 yr,
with a creatinine clearance of 12 mL/min. In June 2002, she had a right
axillary lvmph node (of 4 cm diameter). A biopsy revealed a follicular
lymphoma (histology: follicular small cleaved-cell). She had Ann Arbor
stage 111 disease, with a high tumor burden according to the GELF
criteria. She received rituximab as single first-line treatment (375 mg/m?
by intravenous infusion for a total of four dosages: days 1, 8, 15 and 22).
Rituximab therapy was extremely well tolerated, and we obtained a
partial response, 4 wk after completing the treatment. In January 2003,
she received one maintenance course of rituximab. Six weeks after
maintenance therapy, a complete response was achieved.

In conclusion, rituximab represents an unprob-
lematic, safe, and successful treatment option in the
case of end-stage renal failure.



EkTOC evdeicewyv (off label use) xopnynon
BIOAOYIKWV TTAPAYOVTWY OE AO0OEVEIC UE
PeupaTiko Noonua kal veppikn
QVETTAPKEIO TEAIKOU OTAOIOU
(AlyokaBapaon)
[Tapouadiaon case reports



Case Report

Infliximab Treatment in a Patient with Rheumatoid
Arthritis on Hemodialysis

RANIJU SINGH, RAQUEL CUCHACOVICH, WENQUN HUANG, and LUIS R. ESPINOZA

ABSTRACT. We describe a 60-year-old woman with active theumatoid arthritis (RA) and endstage renal disease
secondary to hypertensive nephrosclerosis undergoing hemodialysis. She had tried multiple
antitheumatic medications; however, their usefulness was limited due to toxic side effects or lack of
efficacy. She was then treated with chimeric antitumor necrosis factor monoclonal antibody (inflix-
imab), which resulted in immediate improvement in clinical and laboratory measures. After about 2
years of therapy, no side effects have been observed. This report expands the spectrum of infliximab
to include RA patients with renal insufficiency. (J Rheumatol 2002;29:636-7)

Conclusion

This case study suggests that infliximab treatment might
be safe, well tolerated, and effective therapv for BA patients
with ESRD undergoing hemodialysis. In addition, this case
illustrates the longterm efficacy of infliximab despite the
lack of concomutant admimistration of MTX. Larger trials
are needed to support its use in these patients.
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CASE REPORT

Use of etanercept in a patient with rheumatoid arthritis
on hemodialysis

Yuko Sugioka © Kentaro Inui - Tatsuyva Koike

A Etanarcept _25mg-aiw
~ Predrisolone  0mogidey

-
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operation
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W Tender joints
* Swollen joints

Number of joints (n)

m
B |
|

DASZ28-CRP
s
]

o DasS2s-CRP

Conclusion

We report a case in which etanercept therapy was used
successtully for a patient with RA on HD. Administration
of etanercept may thus be usetul for RA patients on HD 1n
short term as an alternative treatment.

o 2 4 8 12 18
Time after initiation of etanarcept therapy (weaks)



A Case of Treatment with Etanercept in
Rheumatoid Arthritis Patient on Hemodialysis

Dae Hyun Baek, Eun Ju Song, Myoung Ha Lee, Sang Ryul Lee,
Su-Ah Sung, Young-Hwan Hwang, Jin-Wuk Hur

Department of Internal Medicine, Eulji University College of Medicine, Seoul, Korea

Disease-modifying antirheumatic drugs (DMARDs) have been used for rheumatoid arthritis
(RA) with the aim of controlling synovitis and reducing radiologic progression. Although
methotrexate (MTX) is one of the most effective DMARDSs, it may cause severe adverse effects.
Especially, hematologic toxicity including leukopenia, thrombocytopenia, and fatal pancytopenia
Is reported in patients with impaired renal function, since renal excretion constitutes the major
route of MTX elimination. Tumor necrosis factor-« (TNF e« ) inhibitors are well-established
biologic agents for the ftreatment of RA and their clinical efficacy and safety are already
demonstrated. But there were few reports on the efficacy and safety in dialysis patients. We
described a case of hemodialysis patient with refractory RA that was successfully treated with
etanercept, and discussed with literature review.
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Exceptional Case
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Hephrology Dialysis Transplantation

Successful treatment of familial Mediterranean fever with Anakinra

and outcome after renal transplantation

Christian Moser! , Gudrun Pohlz, [sabella HHSIJ'.II}_IEI'3, Sylvia K11app3, Dorota Rowezenio™,

4

Tonia Russel*, Helen J. Lachmann®, Ursula Lang] and Josef Kovarik!

Successful treatment of FMF with Anakinra and outcome after renal transplantation
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In summary, we perceived evidence that the IL-1 antago-
nist Anakinra might be a safe and effective substance for
the treatment of colchicines-resistant patients with FMF
on haemodialysis, as well as after successtul kidney trans-
plantation. We therefore conclude that prospective studies
on a larger number of patients are necessary to prove this
hvpothesis.
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Case report

Anakinra 1s a possible alternative in the treatment and prevention of acute
attacks of pseudogout in end-stage renal failure

Nadia Announ, Gaby Palmer, Pierre-André Guerne, Cem Gabay ™

Division of Rheumatology, Depariment of Internal Medicine, University Hospitals of Geneva and University of Geneva School of Medicine, Geneva, Switzerland

Accepted 7 January 2009
Available online 16 March 2009

Abstract

We describe the case of a 71-year-old man with recurrent pseudogout attacks affecting multiple joints. He had end-stage renal failure that
contra-indicated the use of non-steroidal anti-inflammatory drugs and was resistant to therapy with glucocorticoids. Based on the recent findings
that interleukin (IL)-1 is involved in crystal-induced inflammation, the patient received anakinra, a specific IL-1 inhibitor, in order to treat an
acute attack of pseudogout. In addition, anakinra was administered as preventive therapy 3 days per week after each hemodialysis session. Under
this treatment, he did not present any severe episode of arthritis after a follow-up of 8 months. This observation suggests that anakinra is
efficacious and safe for the prevention of crystal-induced arthritis in patients with severe renal failure.
© 2009 Société Francaise de Rhumatologie. Published by Elsevier Masson SAS. All rights reserved.

Keywords: Chondrocalcinosis; IL-1; Pseudogout; End-stage renal failure




2YMITEPAZMATA (1)

Yriapyxouv Alyec avadopec otn BiBAloypadia yia TN

xopnynon PBloAoykne BOepameioc oe aoBeveic e

Peupatoetdy ApBpittdba kat XNA 1 AwpokaBapon

YUUPWVA UE AUTEC:

— OL BloAoyikol mapayovteC amoteAOUV ATOTEAECLLATLKN
Kal aodaAn Oeparmeuvtikn €mhoyny otn Peuvpatoeldn
ApBpitda pe XNA

— O BloAoyikol mapayovtec dev ertbevwvouv tn XNA

— OL BloAoykol tapayovtec xopnyouvtal o€ aoBeveic pe
Peupoatoeldn ApBpitida umno AlpokaBapon pe entuyia



Autoimmun Rev. 2010 Jan;9(3):188-93. Epub 2009 Oct 23.

Autoimmune diseases induced by biological agents: a double-edged sword?

Ramos-Casals M, Roberto-Perez-Alvarez, Diaz-Lagares C, Cuadrado MJ, Khamashta MA; BIOGEAS Study
Group.

Collaborators (32) Ramos-Casals M, Ayala MM, Brito-Zerdn P, Callejas JL, Caminal-Montero L, Camps MT,
Colodro A, de Ramén E, Diaz-Lagares C, Egurbide MV, Galiana D, Garcia Herndndez FJ, Gil A, Gdmez de la
Torre R, Hidalgo C, Jiménez-Alonso J, Martinez-Berriotxoa A, Medrano F, Micd ML, Munoz S, Ocana C, Oristrell
J, Ortego N, Pallarés L, Pérez de Lis M, Perez-Alvarez R, Ruiz-Irastorza G, Salvador G, Sanchez-Roman J, Selva-
O'Callaghan A, Soto MJ, Tolosa C.

Laboratory of Autoimmune Diseases Josep Font, Institut d'Investigacions Biomédiques August Pi i Sunyer
(IDIBAPS), Department of Autoimmune Diseases, Hospital Clinic, Barcelona, Spain. mramos@clinic.ub.es

Abstract

Biological agents are increasingly used for a rapidly-expanding number of rheumatic and systemic
autoimmune diseases, with a growing number of reports of the paradoxical induction of autoimmune
processes, overwhelmingly associated with anti-TNF agents. In this review, we analyze the clinical
characteristics and outcomes of autoimmune diseases developing after biological therapies through a
baseline Medline search as one of the objectives of the BIOGEAS project, created by the Spanish Society of

Internal Medicine. The latest update of our registry (15 July 2009) included more than

800 cases of autoimmune diseases secondary to biological therapies, including a wide
variety of both systemic (lupus, vasculitis, sarcoidosis and antiphospholipid syndrome) and organ-specific
(interstitial lung disease, uveitis, optic neuritis, peripheral neuropathies, multiple sclerosis and autoimmune
hepatitis) autoimmune processes. The majority of cases appeared between one month and one year after
initiation of the biological agent and complete resolution was observed in nearly 75% of cases after cessation
of therapy. The induced autoimmune diseases with the poorest outcomes were interstitial lung disease,
inflammatory ocular disease and central nervous system demyelinating diseases. Copyright 2009 Elsevier B.V.
All rights reserved.
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Infliximab-Related Lupus and Associated
Valvulitis: A Case Report and
Review of the Literature

TINA CHADHA anp JESUS EDWARD HERNANDEZ




Segmental solidification of glomerular tuft due to endocapillary hypercellularity and increase of
collagenous matrix

Clinical and histological features of lups nephritisinued
by anti-TNFo therapy

(©) (d)
Piccolo, T. et al. NDT Plus 2008 1:221-224; doi:10.1093/ndtplus/sfn060
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Infliximab and nephrotic syndrome

George Chin', Grant Luxton' and Jennet M. Harvey”

Infliximab and nephrotic syndrome

2YMIMNEPAZMA

Clinicians need to consider infliximab as a potential
cause of renal injury in patients to whom it is given.
This report describes a probable case of infliximab
induced-membranous nephropathy which we believe to
be the first case described in the literature.

Fig. 1. Multiple small electron dense deposits are seen in the lamina
rara externa bepeath effaced podocytic processes. Arrowheads
indicate two subepithelial deposits (x9000).



Development of glomerulonephritis during anti-TNF-a

therapyv for rheumatoid arthritis
M. B. Stokes er al.

Mephrol Dial Transplant (2005) 20: 14001406

Table 1. Clinical characteristics of five RA patients with glomerulonephritis following anti-TNFx therapy

Characteristic Patient 1 Patient 2 Patient 3 Patient 4 Patient 5
Agelsex 30/F 52(F 55/M 64/ F 53F
RA, duration (vears) JRA, 23 RA, 22 RA, 10 RA, 30 RA/SS, 30
Anti-TNFx therapy (mos) Etanercept (30) Adalimumab (3) Etanercept (4) Infliximab (10) Etanercept (6)
Other current therapy CS; MTX CS; NSAID; MTX; MMF CS; NSAID Cytoxan Methotrexate
Previous therapy Leflunamide Infliximab Penicillamine  Methotrexate Etanercept Gold
Azathioprine Gold Gold Penicillamine
Methotrexate
Other systemic signs Mone Mone Alopeaa; rash; Mone Sensory neuropathy
mononeuritis;
Pulmonary infiltrates
SCrmg/dl (baseline) 4 (0.7) 37 (1.1 3.0 (‘normal’) 1.0 (0.7) 0.7 (0.7)
UVp g/24h (baseline) TIMNA) 3.8 (Neg) 1 (Neg) 1.8 (Neg) 7.9 (Neg)
ANA titre (baseline) 1:640 (1:640) 1:640 (Negative) 1:320 (NA) Neg (NA) 12160 (1:160)
Anti-dsDNA (baseline) 1:180 (Neg) 1:25 (Neg) MNeg (NA) Neg (NA) MNeg (NA)
C3, C4 Decreased Deecreased MNormal Mormal MNormal
Other serologies lgG ACL+ Atypical ANCA + P-ANCA + ANCA neg ANCA neg
SSA/SSB +
Stop anti-TNF=? Yes Yes No Yes Yes
Other Rx post-biopsy CS; MMF Solumedrol Cvtoxan Cytoxan; CS§ CS; CsA
Follow-up interval (mos) 16 4 9 (died) 8 3
SCrmg/dl 1.6 1.1 2.2 1.3 0.6
UVpg/24h 1.0 1.7 NA R.5 1.06
Biopsy findings Lupus nephritis, Lupus nephritis, Pauci-immune Pauci-immune Membranous

(Class 1V)

(Class I1I)

nec. +cresc. GN

nec. +cresc. GN;

AA amyloid

GM + renal vasculitis

Conclusions. Rheumatoid arthrnitis patients receiving
anti-TNFx  agents mayv  develop  glomerlo-
nephritis via the induction of rheumatoid arthritis-
related nephropathy or de novo autoimmune
dizorders



Treatment of Complicated Sarcoidosis with Infliximab
Anti-Tumor Necrosis Factor-« Therapy

Arthur M.F. Yee, MD, PhD, and Mark B. Pochapin, MD

Background: Tumor necrosis factor-ac (TNF-a) may have an
important role in the clinical exacerbation of sarceidosis.

Objective: To treat sarcoidosis with infliximab, a chimeric human-
murine anti-buman THNF-o monoclonal antibody.

Design: Case report.
Setting; U.5. academic medical center.

Patient: A 72-year-old woman with sarcoidosis presenting with
severe protein-losing enteropathy, hypoalbuminemia, and proxi-
mal myopathy who had not responded adequately to corticoste-
roid therapy and whose clinical course was further complicated by
acute tubular necrosis and renal failure requiring long-term hemo-
dialysis.

Intervention: Intravenous infusion of infliximab, 5 mg/kg of
ideal body weight; infusion was repeated at 2 and 6 weeks.

Measurements: Clinical response of enteropathic and myo-
pathic symptoms and serum albumin level.

Results: Enteropathic and myopathic symptoms resolved after
infliximab therapy, and the serum albumin level also improved.
However, the clinical course was complicated by the development
of a hypercoagulable state associated with circulating anticardio-
lipin antibodies, which prompted discontinuation of infliximab
therapy.

Conclusions: Infliximab therapy was successful in a patient
with sarcoidosis. Tumor necrosis factor-« may be an important
mediator of clinical disease in sarcoidosis and could be an attrac-
tive target for therapeutic intervention. However, infliximab may
cause adverse effects assodated with cytokine cascade manipulation.

Amn Intarn Med. 2001;125:27-21. WA annals.org
For author affilations, curent addresses, and contributions, see end of text.




Qupuatiwon otn XNA/AwpokaBapon

Entintwon amod 6.9 ewc 52.5 popec peyaAvtepn amo
TOV VEVIKO MANBuopuo

KAWVIKN €lkOva aicaodnC

Juxva e€wmveupovikn evtorion (TB Aspdadevitida,
neptrovitida)

H Mantoux omaviwc Betkn
YynAn Ovnrotnta ewc 40%



SYMIEPASIMATA (1)

* Hxopnynon BloAoyiknc Beparmeioc otn PA pe
vedpkn SucAeltoupyia Ba mpemeL va
AopBavel vrtoyn:

— TNV EMOYWYLLLN oTto Touc avtl-TNF vedplLkn
avtToavooLa

— TNV LEYAAN EMUMTWON TWV AOLUWEEWV KOl KUPLWC
N¢ dupatiwong otoug vedppornoabeic

* YIAPXEL OVOYKN LEYOAWVY KAWLIKWV LEAETWV
rniov Ba cuumeplhafouv kat aicBevelc pe
LETPLO KAl Bapla VEPPLKN OVETIAPKELDL



