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EMERGENCY USE PROTOCOL FOR TECOVIRIMAT FOR MONKEYPOX
UNDER MEURI FRAMEWORK [Applicable for THAILAND site]
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2) Wislinssfiunusing Tulasinisg denadestuderinuaves MEURI framework
requirement for emergency use of TPOXX® (tecovirimat): 200 mg capsule outside of
clinical trials, i.e. Emergency use protocol for tecovirimat for monkeypox under
MEURI framework (protocol ID; 4 CERC.0179), V-1.0
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Investigational product

SIGA Technologies, Inc. TPOXX® (tecovirimat): 200 mg capsule
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AUITAIAYBININTATT

1. uiedamsliiihefindo monkeypox ifoinissuussvdedinnuidssgs annsadifisen
tecovirimat fdugllfiunmssusesndidnaueimsuazen uwilaududuses
THluanunsaififinsssuinegilunazsinUssme  lnefidsdinisadlifenuauitann
yhenuiifstesiazan EC/IRB; fimsiiuinnuainnsumuaslsaihseis das Tu
maiudeya msmenudeyatunislderdnann

2. 1lesUTINANEAILeININNIAATN HANTINY LLaswaSﬁNLﬁmﬁlﬁmsﬁummﬁﬂ’m@mﬁa
monkeypox TidnTasmss

fuwasnsAINIT
UspinalneEuiiaefinge monkeypox mu,mﬂ 2565 ndeyansumunlsn e iud
17 fiqungu 2566 ummamwm 117U 59 39 mamaa 371 (21-62 U) aaﬂmmmaumwmwu
NaNYI8INYIY Humsindelulszna & mmmmwumnmqma NIUNNUNIUATLAYUIHUMA
(n=51) wazqufin (n=6) nnmesunsinyilulsmenuia wardlngagilennslisuuse fidns
aﬂﬁiamaﬂiiﬂﬁ Jun1s close contact transmission uavaaidu droplet transmission 921784
Laifisneunsinsowuu airborne transmission
oealsAR Haqtuildilifiensnunisiinde monkeypox Tasiamglunguiifiennisguuss
vie anuidsagaensiinetnissuuse dalifivanguiiivssaniuauasdaudaonsielunis
Snwmsiiondes fanan uazdilildTunisiusesmnanenTsunsewIuAzen  uenaningy
munulsrnAnIsaisuautaefnde monkeypox o1aLfinAUIINNI LS SEUIRT LU SEMAY
&1 Tecovirimat anunsatlastunmsianewadainladadinelsav (orthopoxviruses) Tng
nstlestunsadalusiunsuonmaduedhiadeianudndudensunside :ndoyalu
Investigator Brochure LLaﬂﬂﬁﬂﬁagaﬂaﬂuﬂaamﬁamaﬂEJ’] Tecovirimat 31nN15ANY1ITETY
dnivnnnauarluuywd wuihdimuaends uenainiUsslomifiondldsuannislie
Tecovirimat Tun1s¥nwinisiiaide monkeypox tuthigiufifismdnguanmsinuidelunaon
yi9a03 (in Vitro studies) uazdivnges n1sAnwszAnBamues Tecoviimat Tuffihefinide
monkeypox Mdseglusgninensinuidelulsemedy
Y90 Tecovirimat dslailasun1ssusedlagpnienssunsenmsiasendmnsunis
Shwnsinige monkeypox wipeslsAR European Medicines Agency (EMA) uag United
Kingdom the Medicines and Healthcare products Regulatory Agency (MHRA) lﬁaﬁéiyﬂﬂﬁﬂ%’
gndananneldidouls Emergency use authorization
snsnsiionIaidiaen tecoviimat H3sdnhifieligihefindio monkeypox AifaInTs
suussvidefinnuidssienisinennssunss annsaddsenld veddulumeldnseuves MEURI
(Monitored Emergency Use of Unregistered and Experimental Interventions) anusigaziden
Tuenanslassmsidendniuuusnde
fatnmsnisiiioniadndsen tecovirmatluonansi Taflin193de
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JUreRnwarneusazldsuen tecovirimat MuuInINIsil

NAINITNSIN uazAneean 81984310 WHO MEURI wag US CDC recommendation wagdaya
nsssuabulsemelng dadl:

Inclusion criteria:
1. 91y =18Y
2. fiensuazernmsuansuasisafinilo monkeypox
3. ﬁmamimaﬁmwﬁmﬂﬁﬂ’aﬂﬁ@ué’umiamLﬁ??a monkeypox fI8A1I7TIA polymerase
chain reaction (PCR)
4. flennssuuss videiaunsndou wieidunguidesiiaziimaguusdld dedeladentdateluil
a. funeiidadeidesgedanindulsaguuse liud
i nnzafdufui wu dRede HIV il CDA cell count<200 cells/mm?

q
[

i JUeAsnsIa
¢y

ii. ;ﬁﬂasﬁﬁmwmqﬂmﬁq NIolIANHINIITIY ﬁLLW‘VIEJE‘JJL“UEJ’J“UWEyIﬁ
At o1afinasernuuiusweimiesediteddey w Tsaru
luifands lsndandla lsnasfniu viefitheiinneRmilaeniduiiug
N34

b. fUneiifiennisgunss Wy dmnuAaunfvesszuumaiumeladiuans (Wu Uon
aniay, sl oxygen supplement), IANUARUNAYBITEUUINY (W keratitis),
fmuRaUNRveITTUUUIEA™ (WU encephalitis, confusion), AANURAUNAUD
nsuYeIiila (Wu cardiomyopathy, myocarditis), , Proctitis %50 M1191AU
Uaane viso Yawesavfsniau (Balanitis)

C. cﬁﬂwﬁﬁmammsn%’au 1 secondary bacterial skin infection, gastroenteritis
with severe nausea/vomiting, diarrhea, dehydration, bronchopneumonia,
VD! sepsis

d. funeiiseslsaludumisionadudunse Sniauguuss (Sensitive area) 3
919V liu scar wag stricture W ocular/periorbital , Apvioy (pharynx), A1
vinUangeieizinarie (Penile Foreskin) flonaviliAn phimosis, glan pennis,
vulva, vagina, urethra WIONITUNA (anorectum)

e. ﬁﬁﬂ’)ﬂﬁﬁ skin lesion ﬁ?““’i" %38 progressive 1 hemorrhagic lesion,
confluent lesions, necrotic lesions, vioiimsndunndum

5. Bupewilaz3ue TPOXX® (tecovirimat) ndsaniwnmevsediilasunisueunneldved
BugouluNISUNITINLIATNITILE?
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Exclusion:

A

1. fihofidesnmsaziugnidevedasinsideduiion1sinu monkeypox Tutisnandiegly
snsnaifiensdieen tecovirimat 4

2 fhefunnddinuiienudivitonafinnudsnnniuserdihe mndhimanesmaiiiens
Whiaen tecovirimat 4

5. tmiindiesnt 13 Alansu

Estimate number of subjects
AaUsemalngarlasuendmiugihe S1iuegedes 144 578 310 MEURVWHO Tuilasdiu
] @a < c{' 1 Yo (v 1 q' a a
281491507 1 TuNA1AnLne9N Usemalnga1alasuensanantidiudnain WHO mnaaiunisailsa
galaimvu

Dosage of TPOXX® (tecovirimat)
— {hefifidwiin 40 - 120 Alan¥u a¥l#SuE1 TPOXX® (tecovirimat) 600 fiadndumn 12
Flug Hunan 16 Sy
— {hefifidwiin 1annd1 120 Alanu 2¢léEuen TPOXX® (tecovirimat) 600 fadn3umn
8 3l Wuna 14 u
M5¥UUsENUEN TPOXX® (tecovirimat) asdesiutsynuen 30 unfindsiioownsaialusiu
Wudmusenau (moderate or high fat)
F9A2552391UN15 181 TPOXX® (tecovirimat)
— Hypoglycemia: N155UUTEMIUE15IUAU repaglinide onavilfAnanziaaludens
1§ ansavdosinmusesuinmaludenuazoinmsvosnedanarlunsafisilugodldy
AU

Risks and potential benefits
dmsurazdenrionun njanmumuanlasinsideatudinly section 6 waz 7 warly

Investigator brochure

Usgleal: Uselowuionainduny §198999nn15@nw13Te in vitro studies wazludainaasinuin
awnsasnelsalali macaques (monkeypox virus [MPXV]) and New Zealand white rabbits
(rabbitpox virus [RPXV]) dwsunmsidenimduntuauiumasedluseninnisaiiduns

T Y

Ane398lu Phase 1-3 clinical studies lmgannwan1s@neilu Phase 3 study (SIGA-246-008)
WUINB1EEIATIWIU 452 518 (361 TAsUeN tecovirimat Wag 91 518la5U placebo) Wumn

Joyamnuianasis: Teyanulasnisueten TPOXX® (tecoviimat) Hulaandeyanis

tecovirimat 600 mg twice daily [unan 14 Ju fanuvasasislaraunsnsulsenueaunsu
Mruals nadAssRnuuaelown Uindsuy (17%), Aauld (5.6%), Baade (3.1%) wasiigudsuy
(2.5%)
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Jayaanulaendelungeisnssd o1 tecovirimat Gelaifinsidelundgwanssd sgalsinudeya

nN5338TU mice wagnseane lunuidanuiaunfves embryo-fetal InePregnant mice fiu
&1 tecovirimat 1,000 me/ke/day #&3@1n7 gestation D 6-15 (WuneUssuas 23 whvednw)
et risk-benefit lunsuusemuen tecovinmat lundadenssienaiivssleminnnninanudes
figslaivsusafiosunely

doyarnutasnselunddiuuyns Sslifinsideluoraatinanguil TnevialuuusiilissSunisli
uaynslusEsrinefifusenuen tecoviimat andeyants3dely lactating mice fldAuen
tecovirimat 1,000 mg/kg/day Wui1iiA1 mean tecovirimat milk to plasma ratio Uszuna 0.8
dlovn1595997 6 war 24 hour post-dose & INTILHSULMEIUTEL Day 10-11

YoyalugUeyil Renal impairment liifpsuSugndmsugUieniinsvirauvedlaiaung lusedu
A19%) TIUDN severe renal impairment Way ESRD 71#99¥i1 hemodialysis

Drug-drug interactions: mﬂ%yjamiﬁﬂm Phase 1 study (SIGA-246-015) (Open-Label, Drug-

Drug Interaction Study to Evaluate the Effect of Repeated Doses of Tecovirimat on the
Single-Dose Pharmacokinetics of Flurbiprofen, Omeprazole, Midazolam, Bupropion, and
Repaglinide in Healthy Subjects) Wu11 tecovirimat liiflnansgnueesditd1Ayiuen
flurbiprofen (CYP2C9 substrate) wag bupropion (CYP2B6 substrate) wonani e
Tecovirimat 1y weak inhibitor #Bn1587 omeprazole metabolism (CYP2C19 substrate) and
repaglinide metabolism (CYP2C8 substrate), wazidu weak inducer foen midazolam
metabolism (CYP3A4 substrate).

91analnTEUNIMALNITUUSEINUEN Tecoviimat 600 mg BID 1Wuszeziian 14 fuld
ogeUaonfauarnuseelai wnn3ulsyniugn TPOXX® (tecovirimat) aehaiieaniosulsynu
sauAven flurbiprofen, omeprazole, midazolam %39 bupropion kAN1T5UUTENILYN
TPOXX® (tecovirimat) $ufius repaglinide 1avilittAnn12z mild or moderate
hypoglycemia 1

Resistance: N136981 tecovirimat @1findiule InatanizmngUleilasuendaina1iudie1ns
13991N156@AINNAATINTILURTY YF0T91N5HEENTALAU NBUAINNNLDINTAVULA U
YIWINVBINITSAN
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Clinical assessment, monitoring and data sharing

d' ¢y v o v a Y 1 1 a :glj N IS 4 2/
WaunmdlvinisinwigUlgssliuuaiin fUieinornuinusilonnissuwss vielnaunsndau
visoilunguidsanazdinisgulssld anunasidnwiu waslianudid flieaisaglasuen
tecovirmat AuLMINSLENTSIRsel

wneglnnssne Sudhaisuiiaveuriain sudennassiu (MOU) seninanssmsisansisaiguiu
World Health Organization éﬁj\‘iﬁ
1. zAvaniiunisverdugenangUle GﬂllLEJﬂﬁ’]i‘ﬁﬂiuﬂ’JU@MIﬁﬂIﬁ%JUmi%'UiENmﬂ
ARIZNTTUNITITLTITUNITIFOUA?
2. Gi’wLﬁimmﬁusﬁmﬂami%’ﬂmmmﬁﬁmuml’“ﬂmaﬂmmuu %38 WHO monkeypox clinical
case report form (CRF) wag Patient symptom diary
3. mnianatiadssiinaindunaanng tecovirimat Mdudnumey Suspected
unexpected serious adverse reactions (SUSARs) i life-threatening 9¥ABI5189U
sonsumueslsanienatlify 48 alumdainiimsrumnnssifing
4. mmumﬂwwmmsﬂ LLWVlEJmVﬂﬁiﬂHT’\]u@@QLﬂ‘UGU’eJlIaLW@JLG]ZJ?\]UﬂiuVNmJ’JEJﬂaaﬂUGﬁ
Nan13Rensss endegaty NSWAIYAT Wsemsikaunsndeussinensienssdud

Foyadnuwazinly deyarnuidss e1MsuareINISUARNIAATN HANTIATIIN
vieaUURn1s wamsinwuazsatnafssanmsin axfimstudineudidimuelily Case report
form (CRF) wag Patient Symptom Diary ﬁ%iﬁumaﬁuﬁﬂ%;ﬂa%qﬁﬂwaﬂugm%’a;ﬂa%ﬁmi
Untinmnudushenslasiaunudeyaiszysnule

foyaiiansnideulosdinanitargnifvinuliles nedsaeaduatisafindani
waduius nsuauaulsa uazaglilameseddusniiunsdlsudu wu iemsnsvasuay
gNAaY 138 NANENTIUNITITLEITUNNTINE LTusuy

Faiidayadildsunts anonymized Hu nedlsmenduarlsnfndemanaduius nsuauny
Tsn vi3efiild3umsueumung azdesly submitted foyalu WHO Global Clinical Platform for
Monkeypox lugnudeyadianlnsiindaanan [https://www.who.int/tools/global-clinical-
ptatform/ monkeypox]

fadimatndoyadindnadly trial registry tudufignuszasdifioftarlilunismur
LNSLLW?%@%@V}LUuaﬂHmu de-identified clinical data (s7wazi8ualulonanvian U 13)
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A3asUNIANNYe NN liNTTNY viTerlaTuNIsNeUMNNY feukasnaINn1sTie

ANUUINTNTNBNISEIND9ET tecovirimat

NBUISUYN tecovirimat AUNBIRINNTS N LA
DO uéq (D14 -18)
Sign informed consent X
Inclusion/Exclusion criteria
Baseline clinical assessment X
WHO monkeypox clinical X
case report form (CRF)
Patient symptom diary X
SUSAR and SAE report form X
(if applicable) (sneauriuinglu 48 2lus)
% I3 ¥
AIINAITUANNYLUASNIINUVDLE
Schedule of activity Screening D1 D5 (x1) D9 (+1) D14 (x1)
Informed consent X
Demographic data X
Urine pregnancy test (only female) X
Clinical features: X
- Chronic medical condition
- Date of onset symptoms
- History of vaccination, including
smallpox or presence of vaccination
scar
- Risk factors for monkeypox infection
Date of hospitalization X X X X X @
Monkeypox lesions assessment X X X X X
Clinical symptoms X X X X X
Receiving TPOXX® (tecovirimat) X X X X
Current medications X X X X X
Outcome %P
Adverse event X X X X
Patient symptom diary ( c) day 1-day 14

(a) oranasinslainluamniassnvuuuitaglulsmeunadussoznaisyana 14 $u nsdli
paasiasisenlsmeuianeu 14 Yu nsfieameiniserasuiunisdelasns
Insdwsiifiodunualianmeinisfinanlunsdiiormainsufiasnsasafanui
Tsswenuna Tunsdifienanasinseglamenuiauiunii 14 fu enanasinsagldunisinau
2ININNAREN YNT 3-5 TU AUANIVILEY
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(b) Han153nEEUTENAUME HukNanETamadulnf, fren1ssnuliulsameiuiady,
W@ean, 1InN13RARILNISSNY (lost to follow up)
(©) Msasdayaly Patient symptom diary @unsadiunisiagetanadingies vse laenis

funwaionanasing

Adverse event reporting

Suspected unexpected serious adverse reactions (SUSARs) i life-threatening
LADITIVIUADAULNTIUNFITEFITUNITIVY ez WHO Global Clinical Platform for
Monkeypox el 48 Fla
TulAsans1deoil fmuelsl SAE (Serious adverse event) Usznaudemanisaudasaluil
\FeTin
life-threatening event that does not present at the start of the intervention.

inpatient re-hospitalization or prolongation of existing hospitalization.

el N

persistent or significant incapacity or disruption of ability to conduct normal life
functions.

ANSNANTLLANILIR

o

a medically important event that may jeopardize the patient (not related to
monkeypox as interpreted by responsible clinician).
ynidu SAE MiAgadeaiuen Tecoviimat fazdesssnunsumuaulsn iunedlsaondiay
Tsndndevaadiius iomeanusie angnssumsfiansanlassmsidoaaduiinmsgs
iag WHO Global Clinical Platform for Monkeypox

Independent Data Monitoring Committee (DMC)
ANENTINNS DMC azgninsalag WHO Livefaenumudayaninuuaenievesen wagaesngau
NINUMUIANUMNEUAIY REITDe (8aztdenlulanalsuan U9 12.2 w1 16)

Measures to protect confidentiality

lonansAUatUA19Y lan signed informed consent, case record form, Patient
symptom diary aggninulilunuszifeuveiiae

dnimidafinedsaenduazlsafindemanaduius ssgniniulneyanailasunis
UBUNUY

1% a a | ey | = L & v M vo

ToyaTIVTIN WUAHBLARY LU wHO Y38 MIHELNsHoas1suzziu Tayanlasunis
anonymized Wiy Yoyafianunsadonlewanantuazgniiusnwlilag naslsaonduas
TsnRndantawAsuNLs nsuatuaulsn uazazliiUameroddusniiunsdidndu wu iens
ATIVABUAIUYNADY Y158 IINAUYNTIUNITITEFTIUNTIVE 1 Tusiy

v = ! b4 = v v a au & v
srerialunsinnuenas: egredes 2 Undiain MEURI ladseniagin1sideiudn
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asBuan1suntesnnuduvesdeyanielalasinis MEURI a1snsanuniulaain section
14 Tu 1ena1snanlAsInsIve Emergency use protocol for tecovirimat for MPOX under
MEURI framework (ver 1.0 dated May 5, 2023)

Informed Consent process

weglyinssnwviderilasunisueunineg sgdifiunisverdugeuangiieauiiivua
AINNINTZIUVBS ICH-GCP (E6)

éf'm%"uQ’ﬁwﬁlﬂmmiﬂiﬁﬁﬁuaamé’wéf’gL'eN (incapable person, L5u ;:Jﬂwﬁﬁmmigmm
quflemsveuwmilesegiann i), sgdiiiunisvedduseuan funulneveusss (egally
authorized representative) fiou wazgisovdofiildunisueumneazaiiunisvemdugenain
p1anadinsBnASa (Reconsent) ilemanatnsenaniiennsmisedinituruannsadiiunis
Aananla

dm3uinediiennnsuusann (Life-threatening condition) unmdilinisinwufiuinasiEu
g1 tecovirmat nouALuNIveMBUYaN AzfoIneuRnfe Hunulngveausss (legally
authorized representative) flau uagldayaidasiuluniadniunnninis wagduiunisvos
gugauan Junulne¥ausssu (legally authorized representative) MENEIINTISueN

tecovirimat 1

Tnevhlu nsunsideveslsa monkeypox awifiulunnunis direct contact fuansinnds 113e
fuuna wioveddiidoutuansiavdssinan sgnlsintisenuitenaunsnszangldma
respiratory secretions Tunsalfifimsduiadiugiasesndlnddn useerdlsin uupilildues
Wmaaﬂﬁnglﬂﬁ@’ﬂa&Jaamﬂmaﬂmiﬁmmu ifionstlasunisunsnseanevesdielsa
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