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1. F°U; £ DIRA-U

1.1 b°U; E uwi:

IL-1-h puywihgh wunwagnuhunubph wupwdwpwnnipjnitup (DIRA)
hwaownbtw hwunhwnn guGunhywywu hhjwunncpyniu £: Zhduwun
GpGhuwuGpp nwnwuwnd G Jwyh W nuynptph dwiun
whuinwhwnpnedutiphg: W) opqwuutp, hugwyhuhu Gu pnptpp, Unyuwbu
Ywpnn GU whunwhwnyG: Anudnud sunwlwne nbGwpned,
hhdwunnrpjntup Ywpnn £ ptpt; dwup hwdwunwdnipjwlu W,
ungyuhuly, dwhyuwu:

1.2 Uz hwwhiwwuncpjwdp £ wju hwunhwynod:
DIRA-U hwqwntw E hwunhwnud: LGnywjnwdu, wphuwphned 2wwn phg
hhdJwunutnp GU hwynuwptnyti:

1.3 Npn°Up GU hhjwunnipjwl Ywwnbwnlutpp:

DIRA-U gGUGunnhlywywu hhjwunnipentu £: Mwunwuhuwlbwwnne gbup
Ungyned £ ILIRN: WU wpunwnpnud £ uwyhunwyneg IL-1 puywihgh
wluwnnwagnupuwn (IL-1RA), nnp nGp nluph pnppnpdwlu pbwywunu
(wdwgdwl dbg: IL-1RA-U sGagnpwglunid E huntGnGypu 1
uwhunwynrgn, npp opngwuhgdnd pnppnpdwl hgnp Jhounpnwiujnepp t:
Gt ILLRN gtup UntLinwghw E ynnud, hugwtiu DIRA -jh dwdwuwy,
onpaqwuhgun sh ywnpnnwunwd wpunwnpby IL-1RA: LGinlLwpwin, IL-1-hu
hwluwaqnnn nghug s4w, W hhjwunh dnun pnppnpnid £ quupgquwiuncd:
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1.4 Uju dwrpwlugulw®u E:

Wju dwnwugyntd £ nhwyu wntinnund ntigbuhy hhywunnipincu (hugp
Upwlwynud E, nn wju ubnny sh thnhuwugyned W sUnnutGpp Ywnpnn Gu
snLuGUw] wju hhdwunnipjwu Upwuubpp): dnpjuwugdwl wyu alp
Upwlwynud E, nn DIRA ntuGUwint hwdwn, wuhwuwunp wybwnp £ ntuGuw 2
JnLinwgywé gbu, Jeyp " dwnwluqgwd dnnphg, Ujnup™ hnphg: Gpync
dunnutpp Ypnn U (Ypnn, Lpwluwyned £, Upwlup nLubu dhwju UGy
JdnLinwgywd ophuwy, pwyg nyg hhqwunnipynctu) W hhywun gGu:
Sunnutpp, nnnup nLuGu DIRA-nd hhjwun GpGhuw, 25%
hwdwluwlwuntpjnLtu nLtutu, np Jjnwu GpGpuwl unyuwbiu Yntubuw
DIRA: Luwpwynp £ wbnbGUwwnw] wpuinnpnaned:

1.5 bugnL” hJ GpGijuwlu ncup wyu hhjwunnepynitup: Uwpwyn®p £ wyl
Jwluhiwnpagbbi:

EpGhuwl nluph wyu hhdwunncpynctup, nnnyhGunle bw duyb| E
JdnLinwgywo gbuny, nnu wnwyewgunud £ DIRA:

1.6 Wju hudptyghw” E:
Ng:

1.7 Npn”up GU hhduwywl Lpwlukpp:

<hdwunntpjwl hhduwywu Lywuubpu Gu Jwyh pnppnpnudp W
nuyptnph pnppnpnudp: Uwoyh wppinwhwpdwup punnny £
Ywnpdpnipyntup, yntuinnywubpp W pbGthhnunnudp: Wu
thnthnpuncpyntuupp Ywpnn Gu |hut] Jwnpduh gwuywguwd
hwundwénid: Uwoyh wpuinwhwpnoduGpp nlubu uynuwnwu punype,
pwjg ywpnn GU upwlbw| nnGnwjhtu Juwudwl ywwndwnny: NhwGu
ophuwy, UGpGpwywjhu yuwunGunpubpp hwtwhu wnwewgunwd Gu
ntnwjihu pnppnpnud: Nuyntph pnppnpnudp puncpwaonpyned £ nuypuwighu
gwynwn wjinnigny, hwawhu 2npwyw Jwoyh uwpdpnipjwdp W
ntinwjhu etnpdnipjwl pwpapwgdwdp:

cwuwn nuyptn Ywpnn Gu whunwhwnyb, UGpwnjw| yapenypubph
nuyptGpp W ynntpp: Anppnpdwlp punpn £ wyGnphouwnh™ nuypp
2npwujwiinnn pwnwuph, whunwhwnpnudp: MGphouwnp 2wwn qquiyniu
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gwyh Uuwundwdp: LGnlewpwn, hhjwun GpGhuwubpp hwéwhu
anagnwdé Gu b wunpwdwnhn: Uw hwugtgunud £ Juwwn uudGincu W
pw2h Ujwagdwup: DIRA-hU punnn? sE hnnGph whunnwhwpnodp: DIRA-ny
hhjwunutnh Gnntuqutnp Yywnpnn Gu nEGnpdwgyb:

1.8 Wju hhjwunnLpjnitup Udw”®u £ pninp Gptijuwltiph Unwn:

Fninp whuinwhwnywé GpGpuwutGnp dwup hhjwun Gu: Uwyuwju wju
udwl ¢E pninp GpGhuwutGnh dnwn: Lnyuhuly Jhunyu punwuhph
hhdwun GpGhuwutnpp gnLluGu hhjwunncpjwu Unyu dwupnipjwu
wuwnhéwun:

1.9 Wu hhywunnipjnitup mwpptpync®J E Gpjuwutiph W
Utdwhwuwlubph Jdnun:

DIRA-U hwjuinbwptpdt] £ Jhwju GpGhuwutGph dnun: Wugjwinwd, dhug e
wnnjntbwytbun pneddwl hwyinbwptnnudp, wju GpGhuwuGpp
Jdwhuwuncd Epu, JnhUsl suuthwhwu nwnuwip: LGunlewpwn,
dGdwhwuwyutGnph dnuin DIRA-jh wnwuauwhwuwunynipjntuuGpp hwywnuh
ZUU:

2. Upunnpn2nudp W pnudnudp:

2.1 Puswt®u E wju whunnpnyncu:

UnwyehUup wtwp £ [huh DIRA-jh Jwuywé™ hhduwé Gpthuwgh dnuin
hhdwunnLpjwunp punnpn Lywuubph wnwjnipjwu ypw: Uju uwpnn t
hwuunwwunyt| Jhwyu gEuGuinhjwywu puunipjwdp: DIRA-U
hwuwnwwnynud E, Gt hhdwunp ypnud £ 2 UnLinwghw™ delwywu
jnthwpwlgnLp dunnhg: aGuGunhywywu pulnLpjntup ng pniNn
pdowlwu yGuinpnuuGpnud £ hwuwlbih:

2.2 Npn"Uup GU hnmwagnunLpyntuutiph Yuwplnpnwpyniup:

Upjwl pGuwntnp, hugwhuhp Gu EphppnghunuGph LunGgdwlu
wnpwagntpintup (ELU), 8NU-p (CRP), wnjwu punhwuncp pulncpynitup W
dhpphungbup ywnplwnp Gu hhjwunnipjwlu wynhy thnynwd pnppnpduwil
wuwnhbwunp guwhwwunbint hwdwn:

Uju pGuntpp ypyudnwd Gu dhbgle GpGpuwl nwnuw wUwhuwnwuh?,
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hGunltint hwdwp wuwhgutnh wpnyniuputpp Unpdwjwgt| Gu, L ng:
Upjuwl thnpp pwlwly wuhpwdbwn £ uwl gaubinphyuwlyuwl puuncpjwu
hwdwn: UWuwyhUupw uwnwgnn Gpthuwubpp wtunp £ ywunuwynp
hwuautU wpjwu W JGgh puuncpjntulGp yhtwyh huynnnipjwu
hwdwp:

2.3 Wu Ywpn®n kE pnudybiy :
Wju hhjwunncpjntup ¢sh pnudyned, pwjg wju huwpwynnp £ hulyt
wdpnne Yywupnud UWuwyhUupwjh punnctudwu dhengny:

2.4 N°nu kE pnudnudp:

DIRA -U sh Yuwpnn wnbygwuwun huydt; hwywpnppnpuwjhu ntntnpny:
Unpinhynuntpnhnutph pwnpép nnqwubpp Ywpnn Gu Jwuuwyhnnptu
huyt| hhjwunnrpjwlu Upwultnp, pwjg unynpwpwn gnigwpbnbiny
wlugwulywih Yynnduwjhu wagnbgnipynLtuutn: Swdwagnpynnutpnp
unynpwpwp hwpywynnp Gu nuyptph gwdp dtndtint hwdwp, dhugle
UuwyhUupwu Yuyh wagnb: Wuwypupwu hptuhg uGpyuwywguncd £
wnhGunwywunpbGUu unwgywd IL-1RA uwyhwunwyneg, npp pwguwywynd
E wju hhqwuntnph dnwn: UWuwyhupwih wdGuopnjw uGpwnyncdubpp,
Jhwy pnrddwl Gnwuwyu £, nnp wpnyntuwydGun £ DIRA-j)h hwdwip: Wju
altny, pbwywu IL-1RA- h wupwywpwnnipjntup 2inyyned £, W
hhqwunncpjntup huyyned £ : LQbwpwynp GUu hhjwlunnipjwu
ntghnhyubtip: Upuuinnpn2nudp nutintg htGunn GpGhuwu Yuwphp yntubuw
hnp wdpnng Yywupnid unnwuw] wju ntnp: UdGuopjw punnituduwu
nGwpncd, 2wuwn hhjwuntph dnuin Lpwuutpu wuhGunwuniwd Gu:
Uwlyuwyu, nnn2 hhdwunutn Ywnpnn GU gnyg tnw Jwulbwyh
wwuwnwuhuwl: Sunnubpp swbunp £ thhnthnpubu nGnwgwhpn wnwlug
pd2Uh htwn funphpnuwygbnt:

Gt hhqwunp nwnwntguh ntGnh UGpwnynwdp, hhdJwunnipnLun
YytGpwnwnuw: Lwluh nn, uw wynuntughw| dwhwgnt hhwunntpjniu E,
UdwlU pwubtnhg wybwnp £ unLuwhG:

2.5 Npn"up U ntinnpwjpwjhu pnddwl Ynnuuwyh
wqgnbtignLpjncuutipp:

UWLuwyhUupwjh wdGUwwnhwé ynnduwyh wgnbignipntuutinhg £
UtGpwpydwl ntnnud gwywjhu ntwyghwl, nnp hwdtGdwuwnbih £




Jhpwiinh puwjpngh htwn: Quunjwwbtu pniddwu wnwehu 2wpwpyw
pupwgpntd, wjlu Ywpnn £ |hub] pwdwuwupu guynun: Ujg
hhqwunncpynctuutph hwdwnp Wuwyhupw unnwgnn hhjwunutph Jdnwun
hwjinuwptndtb| Gu hudtlyghwubp: Qwjnuh ¢, Udwlu wgnbgnipnLu
[nunwd £ DIRA-nd hhjwunutnh dnwn, pE” ng: Npn2 GpthuwuGn, nnnup
uinwglb| GU UWuwyhUupw wy hhduwunncpynctuutnh hwdwnp, nLtutigt) Gu
pw2h gtpwybtjwgnud: 64 unnhg, hwjwunuh ¢E, wju yGpwpbpnud £ DIRA-
ny hhjwunuGphu Unyuwbtu, pLE " ng: WuwyhupwU GpGhuwlbnph
2npwuncd yhpwnyned £ 21-nn nwnph uygputnhg, httmlewpwn, hwywnuh
¢GU Upw GpwpwdwdlytGun ynnduwyh wagnbgnipjnLtuubnp:

2.6 Pugpw”u wtinp £ pnrdndp nleh:
PnLdnudp wdpnne Yywuph pnupwgpnd E :

2.7 Uz Yuutip n wjwunwywl/ pugnighs pncddwl Enwlwlutph
dwuhl:
Wju hhdwunnrpjwu hwdwn pniddwl Udwl Gnwbwyutn hwyunuh gGu:

2.8 huzwyhuh® wwpppwpwp quunidutp B hwplywynp:
PnLdnwd uinwgnn GpGhuwubGpp wbunp £ hwuautu wpjwu W JGgh
puuntpjntbutn, mwphu wnujwaqlu Gpynt wuquid:

2.9 hPugpw”u £ hhjwunnipyntup wlenud:
ZhJwunntcpjntup wwhwwuyned £ wdpnne Yyuwlpntd:

2.10 N°pu £ hhjwunniLpjwl Gplupwdwdytn julupuwnbtuncdp (
wpnqunqp) :

Gt pnudnudp UWuwyhupwyng uyudh ywn W 2wupntbwyyh wnwlg
punhwwunnwdutnh, DIRA-ny GpGhuwutpp hwywuwpwp uwwptu
unpdw| yywupny: buy Gpt wpuinnpn2dwlu hwunwunnudp nwbw uwid
pnidnudp hwdwuwwuinwuhuwl gthuh, hhjwunp nhuy nLtup
hhqwunncpjwu wyunhynLpjwl ynpngptuhuwjh: Wu wpnn £ ptnpt wéh
huwbugwndwl, nuypwihu dwunp ntdnpdwghwbtnh,
wluw2puwwnnituwynepjwl, Jw2ywihu uyhtph wnwywgdwu W

5/7



JGppwwtu dwhywu:

2.11 Suwpwyn®p £ wdpnnpwlwl wwwphuncd:

Ng, pwluh nn wyu guGuinhywywu hhjwunnipnLu £: Uwlywju, wdpnnyg
Ywupnid inpnynn pnudgnudp Ywpnn £ hhwunhlu unwig
huwnpwynpnrpjntu wwntint Unpdw| Yywupny, wnwlug
uwhJdwUuwthwyncdubnh:

3. Unopnjw Yjwlupnp

3.1 Puzwyt®u Jupnn £ hhjwunnipjntup wqnbi Gptpuwgh W upw
punwuhph wunwdutiph ypw:

Epthuwl W Upw punwuhpnp wnugynwd Gu UGS puunhputiph htwn, dhug W
hhjwunnipjwlu whunnpnaytin: Upuunnpnatintg W pnudnedp uyubinig
hGun, 2w GpGhuwutp nLtuGunwd GU gnpGpt Unpdw Yywlp: Npnp
GpGhuwubp uwpnn Gu nluGuw| nuypwhu nEnpdwghwubtn, nnnup
Ywnnn Gu penptU puwugqwint] Upw Unpdw| wynhynpejwln:
UdGuopjw UGphwpyndutnp Ywpnn Gu |hut hngugunn, ngy Uhwju
nhuynddbnpuinh hwdwp, wy bwle pwuh np Uuwyhupwih ywhdwu
wwhwUugubpp ywpnn Gu ppwbgqunt Gwuwwwnphnpnbiniu:

UGY wyl puunhp £ wdpnne Yyjwupnd pnudnud unnwliwinc
hngGpwlUwlywUu wgnbgnipntup: <hjwunutph W dunnutph Yppwywu
opwantpp wnpnn Gu oqub| wju hwpgnud:

3.2 h”Us uutip nypngh Jwuhl:

Gt hhwunnipjntun sh wnwewgpt] yunwlywu hwydwunwdnipiniu
W wju wdpnngnipjwdp huyynid £ Ubwyhupwih UGpwpynwdubpny®
uwhJdwluwhwynidubn gywl:

3.3 h°U; Jwutip uynpnh Jwuhl:

Gt hhdwunnLpjntup sh wnwewgpt] Uunnwlywu hwydwunuwdnipiniLu
L wyu wdpnnencpjwdp huyyned £ ULwyhupwyh dhengny, uwyynpunny
qpwnybint hwdwn uwhdwUwthwynwdutn sywl: Udwhuph Juwuncdp,
npn wnwewagb| E hhjwunnipjwl uygpUwlywu thnytpned, hupp Ywnpnn
E uwhdwuwhwyb] $hghywlywu wynhyncpjnitup, uwlywju |pwgnLghy
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uwhdwuwhwyndutnh Ywphp syuw:

3.4 P°U; Juutip ublunwlwpgh Ywuhl:
2w nplE jnLpwhwwnnuy ubunwywng:

3.5 Ywpn®n E Yihdwlu wanb hhjuwunnipjwl pupwgph ypw:
nz:

3.6 Ywpn®n E Gpiluwu yuwwnydwuwnybi:

Uyn, GpGhuwu Ywpnn £ wywwunydwuunyb: Uwlywjl, YGunwuh pniwgyuwd
wwwunywuwnwuntptnny ywunyjwuwnnwdubnph nGwpnd dunnutpnp
wbtwp £ pulwpytu pnidnn pd2yh htwn:

3.7 P"Us Juutip unwlwl Ywuph, hnhnipjwu W
hwjwptnduwynphgutiph Jwuhl:

LGpywyntdu hwyinuh £ UWuwyhupwtu wudunwlg £ hnhutnph hwdwp,
pb' Ng:
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