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Figures
Figure S1 Case Report Form — World Health Organisation
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[ Eary voscio Oves DM ClUnknown | Grusing of a mabure Iesion | OYes ONo  ClJnknown
Small pustule Css ONo  CUnknawn | Patally emoved scab DOYes [ONo  [RJrknown

Pan at any lesion site: CIYES CINO

lyes pdnu:m(o-ioosmpan 10 s worst imagreble paime | ) )

Sora throat OYes ONo DOunknown Cf’tﬂpﬂﬂ OYes ONa OUrkrown
Musciz aches (myaige)  [ClYes [Me  Durknown | Jort pain (atheaiga) Lves OhNa CiUrknown
Headache Oves ONo  DuUnknown | Falipoa/melsisa OYes DONs DUrknown
Visa| Oves Oho Dunknown | Peychologes] OYes Do DUrknown
symploeeAeratts dsturtarce
| Vomtingeusea OYes Oho  Dlpknown | Dirrmces OYes Cho DUrknown
| Garital uloers Oves (No  CRirknown | Duziness Cyes 0o DUrknown
|_Anal dpars Oves [OMNo O Unknown| Decreasad umes cuput | Cves Ofo  DUrknown

Lymphadencpathy

I'yes,

Axjliary Oves, painhyd  TOYes, not painfy m[ ]

Cervical CYes, painhs  OYes, not painful QNG

Inguirel OYes, pairfd CYes, not pairfu anNo

Ceher OYes. painhs  TYes, rot painful anNo

Speciy
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MODULE 2. Follow up during hospital stay or on follow-up visits - daily or as frequent as possible

Dateof followup( T O L V2Je . Ju
LESION ASSESSMENT (daity):

Hoys any new lesions appearad in the lost 24 hoyrs? OYES DONO
Number of lesions on the entire body that are NOT resolved (resolved = scabbed and desquamated):
oo Ci1-s Ds-25 O26-100 D>100

Numbar of iesions on the right lag (to the hip crease, Including front and back of footand leg): L _JL 3 I 1

Numbaer of esions on the right amm (Including hand and shoulder): LI I
Numbar of kesions on the left leg (1o the hip creasa, including front and back of foot and leg): | S | S | |
Number of ksions on the ket arm (Inchiding hand and shoulder): ([ O
Number of lesions on the genitals (from hip crease to hip crease): LM I
Daes the patiert have active kesons N the followng areas:

Face OYes DNo  DUnknown Palms of hanos Ovee DNo  DUrknown

Noss Oves DNo  DUnknown Anms OYes DNo  DUrknown

Meuth OYes DNo  DuUnknown Forearms Ovee DNo  DUrknown

Chrest Oves [DNo  DUnknown Thighs OYes DNo  DUrknown

ADGOMEN OYes [DNo  DuUnknown Legs OYee [DONo  DUrknown

Sack Oves DNo  DUnknown Sakes of feet Oves DNo  DUrknown

Pafnara! OYes [DNo  DuUnknown Omer OYee DONo  DOUrknown

Gantals Oves DNo  DuUnknown Specily where
Types of lesioras on the body:

Eary vescle Oves ONo Dnkngen | Ucerated leson TOYss [No  CIJrknown

Small pustule OYes CNe OUmmown | Crstngolamatre | Oves Do DUrknown

lesion
Umbilicated pustue | Oves ONo  OUnenawn | Partially removed 8cab | OYes DONe DUrknown

Pain at any leslon site: CIYES ONO
i yos, pain score (0-10: 0 is no pain; 10 Is worst imagimable pain: 1]

| 2a. WTAL SIGNS [recovd mos stnarma) vsue between 02 00 Ao 2300 o " -
Tempersture | [l 1C Heart L L foastarmin Respirstory rate | | brestrsimn
BP JL L Heystobe) K L )(detolc)mmil Alert Voice Pain Unresponsive [crok one)

-

WNPS CASE RURCHT SORM 18 byne JN22
0 W HOMEn Orgba a0 U0, Sorme 8t retarwed THE 23 Bt s & v w80 Lrwoer 1o | taen OO TSR S 1T T A ouls B ion & sreptod o e MDA 1Y
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@W PARTICIPANT ID1_ 111111 b=l Modide 3 - paga

30, COMPLICATIONS if hospitalized, ot any time during hospitalization, did the patient experience:

Shock Oves [No  DJrkrown Baclersema Oves [ONo  [Ankrown
Sequre OYes CNo OUnkrown | Bactenaisupar-infection | Cves  [No  DlUnkrown
Menngr=iencephalts OvYes ONeo [Unknown | Bleadng OYes [No [Jnkmown
Anaemia Oves [No Dlnkrown | Abecess Oves DONo  DUnknown
Cardige ahythma Oves [ONo DuUrkrown | Myocerdiispericarndtis | Oves DONo  Dunkrown
Cardiac arrest Oves [ONo DuUnkrown Asute reral inpury OYes [ONo DuUrkrown
Freumaniz Oves ONo [DJnkrown | Parcreatns Oves [ONo [Oinkrown
Calulrs OYes [ONo DJnkrown | Lar dysfunction Oves ONo Dnkrown
Acude respirstory delress | OYes ONo  Dekrown | Cardaormypopathy DOYes ONo Dunkrown
syndrome (ARDS)

Strawe: schsemicstroiee | CYes [ONo  [DUnkrown | Ccular rdecton OYes [No  [CWnicown
Necrotizing Intfaction Oves [No Dlnknown | ©her OYes [No [Unkrown

1 pes, specity

‘3c. MEDICATION while hospitsfized or st discharge, were any of the following administered:

Orallorogastric fluids? OYes [Ne OUmneown Intravenous fluids? COYes ONe  Ounsnown
Exparimental orthopox antiviral?  UYes Tlho ClUnknown
If yes: COBrreicefovit DCdolovie OTecovrrmat
C0ther, speciy:
If yos: side effoct reportad? TIYes Tho  CLven
I yes. specly
Antibiotic? Oves Cha DUnknown

I yes, specty  DCaftnaxons DDoxyoycling ClAmoxicd in-clavusianate T Other
Antifungal agent? Oves ONo DUnknown

Other CiYes [No DJrknown
Other experimental agemt? OYes e CUnknawn
" yes, m‘f

MY CASE REPORT SORM 18 Jve 2020
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3d. SUPPORTIVE CARE for those hos , ot any time d lization, did the nt
i _ r those hospitakized, ot any vmm patie

ICU o high dependency unit admission? TYes ONo TUnknown I yes, tofal duraton das

Date of ICUadmissbon L || I L " JL2 )0l K 1 ONa

Dateof ICUdischarge [ [ W ' I M 20l L ) DOIniCU at oudcome DNA
Oxygen therapy? OOYes [ONo Dlnknown I yes, compiede sl Totsl durstion ___deys

Oxygen flow: 015 Limin O5-10 Limin 01115 Limn O > 15 Umin

Interface: CNasal prongs  [JHF nasal canruieé  [DOMask CIMask with resenvor DICRARMNIY masic
Non-nvasive ventiation? (e.g 8FAF CPAR OYes ONo OUnknown If yes, total durabion

cays
Invasive ventilation {any)? OYes ONo Clnknown f yes, totsldurston ____ deye
Extracorporeal (ECMO) suppon? TYes ONo Dunknown W yes, tofal daation. ___days
Inotropesivasopressors? CYes  COho DUnknown If yes, todal duration: ___cBys

Renal replacemant theropy (RRT) or dialysis? Lives  UNo [nkrown

2e. OUTCOME

OQutcome: CDEcharpad alve THospRalzed TTranstar 10 other faciny TDeath TPalliatve dechage DUnnNow”n

Qutcomedate: | |} | M2 0 X | Durkmown

If discharged slive, ability to self-care st discharge versus before lliness:  DSame as belore ilness DAorse
OBetiar  OUNOWN

NUMDE! OF lesios - body that 2
(m 8] De-2s C286-100 [O>100
Residual symptoms

Suspactad O¥es O
Frobabie COYes ONo
Confirmea CYes Do

* Soe dalnuons heve.
Sorvaiannd C2en e setioatian and cormaet Sac g o S0 beuees slgnmguesincg latin o

MY CASE FEPORT SORM 18 Juve 2020

£ WONG HOATh CNgaaTa 00 003 SOnee T eterend . TRA PeBCHTan S 200 e e Losren LU RN S ULGL TR 0000 G0N B acapted Tam me COWD-1Y
Lo B d FOOTPs 00 | 0ot 1ad Ty DA RA, S0 Do of CUind Liiventy e (oo 10 B0r e B vime (W PR Bvead 06370300 )

NEJM Manuscript ID: 22-07323
Manuscript Title: Human Monkeypox Infection across 16 Countries — April-June 2022

20



@m PARTICIPANT ID | 0 1 I b=t Module 5 - page &

ADDENDUM -~ PREGNANCY MODULE
To be completed for women who are elther:
. currently pregnant, or
. recently pregnant (within 21 days of pregnancy outcome)

Peegrang not In labosr o

Pregrant in labour o

Postpartum [days) O | brextfecding? Orez Ono
Post-abathen/miscaninge O

Number of fetuses Csgeton Orwhn TTriplet Doover | Otnknown

Wos thisan WF peegoascy?  [D¥es Do OUnkrown

mmmmzwmmm

Date of Induced abartion or spontaneous adortion/miscsed abortion/miscariage?
RN | SRS ) I S U 5 BN R |

Were symgtoms of MPX present at the time? e Do Duncsows
Number of previous pregrancies beyond 22 weeks' gestation | )
Numier of privabous vigt bl c el | |

Nu e of prisviows assarnean delbveres | ]

P-1d, Phease tick any wiich apply to arevious delivenes;.

Preterm Bleeh [« 37 woeks' e Do Duneacrws

grstation) Oree  OXo DU riacran

Corgenital aromaly Qve: Do Ouneaows

Sthiborn Ove| |DOro DU niescraes

Nwanstsl death |5 7 deys) Ovee Oo Duncsgws

Weight < 25008

Weight > 4500y

Prle, ALCOMOL, DRUGS ~ RISK FACTORS DURING THIS PREGNANCY

Alzshol cansemptian Oves One  Dunerown

IBd/ recreational dreg use Cves  One Dunisown

Smaking wse Cves  OnNo Ounssown

P-1f. MEDICATIONS DURSNG TS PREGNANCY (prir to onset of cument Nneys spisods)

A mnopheaf| 4 Ches  Ohe D rkncrnen
Fewer of pais treatmest NSAIDs ¥es  Ohe Dhirkrawn
Others {spec i)
Arthcsemeu hoerts Oves  ONo  Cusknown 1 yes, spacy peneric same
Artth- ravunes Oves One  Cusknown o yes, specty generic same
m*":::‘s Ove: OnNe Cusinown W pes, 500y pENeIC sam e
Aativiray OYes One Cusknown o s, SPOcly RO MC sam
Anidiotics Ove:  One  Cusknown o pes. specify peneric sane
FETAL HEART RATE (fivst ovriioble doto of pvesentation/odmission)
Fatal husrt ot | N
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P-2a DELIVERY, PREGNANCY AND MATERNAL CHARACTERISTICS

Oulivary durieg admbision Oves Do

Oaliviry dine SR | S ) SN | S [, 0 | 0 | N |

Mode of delery O Vaginal defhvsey  T] Cassarsas mction
Reasnn for caectian
U Prolonged Doer D Atnormat gostionieg 0 Fetal gistress
T mres detecty 0 Repeas comsntmar [ Chroric heatth cond ition
[ Cord grobapse 3 Cephalopedsic deproportion (CFDY £ Urdoa own
0 Ganitsl sions

Onoat of labour 2 Spx Inge rctan before Whaur
O wdeced 2 Unknown

Fetal pressstation st delivery O Cephate O Transwerse O Breech

Asniotic Fuld ot defvery O Qe oM et O Unk

_P-2b. PREGNANCY OUTCOME OTHER THAN LIVE BIRTH AT DISCHARGE

Prognancy owtcome CIlvvche bwweend ertact poopa ancy DSpontasscus abortion®
Cinduces abarcn® Crksed szorton®
CMecwsatnd wlkith* Dfress wibith®
CPastabo on'coparum o admision®
*Date of pregravcyoutcome | L AL L 2 0Le I 4 )
Matecnal desth Ne: Ono
Mg, witat was the unduerlyieg cause of desth?
Daborsve owtsome
CHypertenionw daorderns in prégnascy, O it and the susrperue
D0nstecnic haemor thape

CPregnsncy-rebted irfection

Condar chstetr i complication Dot ind ped 0 atawe Criees

] pated comel ™ oF managrment fe . avse heus-ralytend comgh “y
Cardrect maner v ceath

DOSatet ric de sty of umpachied casse

CIDGathe from & ConSoatal Cauta (9 4. Motor voliche kot |

P-lc COMPLCATIONS

Complcxtions dering the Gezational dbates Cres Crio Ourknows

RS F ey Gastatiznal hyperteniion Ores O Dutknans
Anaerres [k« 21 g0 v Cre  Durknowe
Ozatwltie Itfmction Cres Crs Durknows
Inrauterine prowth resu Koon Ores Cro Ounmown
Nisedng D Cro  Dhunknoms
Presciymimiy [Ires G Ourknomes
Flamea [ires O CRinknorwes
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Acute oo late stage pragnancy Pacertal previa/accretaipercrats [Jres Ono Dunesows
compticatiom
Preed ampeiv/ociam psia Tok?) res ONe Ounisows
Pacertal abruptor Cres CNe Dunesows
Peutorm cortrectirs Cre O DU nkszraen
Preterm labour Oves ONe Ounesows
Peatarm reptuie of stembeanes Ores o7 Dlunkacrws
Peerparal zapecaeria of severe mfection Cves  ONo OUnkeown
Hasmarhoge Des  DOdo Duncsawn
5T) untraatac (1. herpes, syptibs, chisrmysia, gonorthoes) ey O Dunksawn
W haemorrhage, which type!
O ArtepartumAtreagertus O Pow Ramrrcirhage O Aborticn-iedated
Lo b dawns e ONe DU rvessrmen
Ao pmvibeic compication e One Dunesawn
P30 TREATMENT during hespitalisation or outpatient course
Tocolysis Cites Ok DO kncwn
Induction of labour Cives Cihe DUskncmn
Ary sempling Dlamuonc flad | I | i [ )
waducted? (e ] R | I ) S 2 postive
¥ y0, plexse 3 Other {specify] Mo ) i H ) 3 Negative
—tn D
Drtscarns | | ! | )
Nty 0 hen (I IS ' O hestive
0 Oxher [szectty] M2ROR R O Negative
2 Unchatemined
OXord blood [ I [ I [ )
0 ren [ [ S 3 Pastive
3 Othet pecity] Mmapom 0o 3 Negative
D Unchitanmingd
Chagnal saabs | | ) l )
C rR SO0 | RN |, S | 0 posove
[ Other jgecthy| Mo - W) [ Negative
C Undetemined
DFaeces/iectal | | [ | )
vl 3 e G0N | NN ) SR | [ Postive
O ther fszecity] Manpom - n-] 0 Negative
3 Unchetamined
CPrograncy thsoe i | | | [ | )
Pecxao fetal | D P IR | WA 1) S | 0 Postive
dwmbisf L Othat fszecily] Majon W 3 Negaove
Irduced abortian 0 Usehtormined
Bresvtmile | | | | )
AR IS | GRS |, G 3 Postive
0 Other [spectty] Mao ) 0 Negative
3 Undeterm ined
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PARTICIPANT ID |

Medule 1 - puge 11

P-3F. NEONATAL OUTCOMES

Dstie of bith (00 /W0 ¥ YYY]
Tiese of bieth [e g 142])

SRR | I B |
| S—— |

Waiede

P A — O T O O O
| | Please comglete one form pes nranets
MPX b test of mosate OPerformed TNt peerformed  DUnksawn
Wyes: | AL | N
L = i
Apgar scoew 3t S mimnes Score: Ll
firth weighe Grarecy LA N_|
Respiratory distrem syndmee Dves Do Olaknown
Admission 10 NKY Vs o Drknewn
Nocnstsl outcome C0tschanged heattry
D0isch arged with compiisatiosasaquelye
L0 |
DCarical refwerni 3o ypacaie ward fother hosptal
Detadbe | E—
OCesth Dateofdeath: | | W4 L A 1 |
CUnknown
M neonate died, primary cause CPvetermNow beth waght D8rth mpbysis Dhrdection DBins Craura
of deanh OCongentalbirth defects ot Dunknown
Ary corgenial anamualiec Do uta) tube Swdects DOMicaccn phaly
CConpenital makormators of e CConpesial hean dofects
OCongenital makormasone of dpmtve rystem Domwactal ety
OiCarrgen tal makcematinm of gerital crpam CAbdorviesd el defocts
COChromosomal abaormalties Ol pes equinoviris/ dutfoot

Dedicton gelects of uzper snd lower imbn
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Figure S2 Case Report Spreadsheet (CRS)

Instructions for completion

Thank you for taking the time to completing this datasheet

There are two data sheets for completion on separate tabs PLEASE
COMPLETE THIS_SITE DATA and PLEASE COMPLETE THIS_CASE DATA

We aim to collect data on both confirmed monkey pox cases and those not
yet confirmed but with a high clinical suspicion, please enter data for all
cases

Where possible please use the dropdown menus for completion

Each site is given a list of unique identifiers labelled as study number, please
use the study number provided to identify cases should we have any data
gueries

Please only include consented cases and store the consent at your clinical
site with the patient record

To ensure secure data transfer may | ask you to send your completed
spreadsheet with anonymised data using egress.

Egress is a secure file sharing email platform.
https://switch.egress.com/ui/signin.aspx

A key for the data requested is below, if you have any questions please call
or email me, thank you John
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Variable Key

Study Number Unique study identifier provided on blank template,
Site Please select your site or country from the dropdown list
Age Please input age in whole numbers

Gender Identity

Please select gender identity from dropdown list

Ethnicity

Please select ethnicity from dropdown list

Ethnicity - other

If ethnicity not listed, please use freetext

Sexual Orientation

Please select sexual orientation from dropdown list

HIV status

What is the persons HIV status, select from dropdown list

Date of last CD4

If the person is living with HIV, what was the date of last CD4 count in
format dd/mm/yyyy

Last CD4Count

If the person is living with HIV, what was the absolute CD4 count

Date of last HIV viral load

If the person is living with HIV, what was the date of last HIV VL in
format dd/mm/yyyy

Last VL (cpm) If the person is living with HIV, what was the last HIV viral in CPM
On ART If the person is living with HIV, Is the Patient currently taking ART
ART Regimen
TDF/TAF or ABC or 2DR If on ART select from dropdown
3TC or FTC If on ART select from dropdown
3rd Agent If on ART select from dropdown
Comr:eegri\;c:;:rrsother If on ART but drug not in dropdown please add in freetext

Transmission Route

What was the suspected route of transmission

Contact

Was the individual in contact with a known case of Monkey Pox

Recent Travel 1/12

Did the individual travel abroad in the previous month before their
diagnosis

If Travel, list country of
travel

If abroad which country was visited

Sex on Site Venue

Did the individual attend a sex on site venue in the previous month
before their diagnosis

Festival or Large Event

Did the individual attend a festival or large party (with more than 30
people) in the previous month before their diagnosis

If yes, name of event

If yes, please specify event or party

ChemSex

Did the individual report any chemsex use in the month before their
diagnosis

Initial presenting

complaint to What was the individual’s initial reason for seeking medical attention
department
Department Presenting What was the initial healthcare setting attended, please select from
to dropdown
Date of Presentation what was the date of presentation in dd/mm/yyyy
Fever Y/N Did the individual have a fever (>37.8C)
Leth Exhausti
€ argyé/l)\: austion Did the individual report lethargy or exhaustion

Headache Y/N Did the individual report headache
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Sore Throat /

Did the individual report sore throat or pharyngitis

Pharyngitis
Lymphadenopathy Y/N Did the individual have lymphadenopathy
Low mood Y/N Did the individual report low mood
Myalgia Y/N Did the individual report muscle aches or myalgia
Rash (Y/N) Did the individual have a rash
e Please select the type of rash from the dropdown menu or describe

later in freetext

Face, body, genitals,
Palms or soles

Please select where the rash was present, if multiple sites please
specify in the next column

If multiple sites please
specify

If rash is present in different sites, please list these

Number of lesions

Select from dropdown list the number of lesions present

Mucosal Lesion Y/N

Were mucosal lesions present, if so, describe in the next column

Please describe the
mucosal lesions

Please describe the location and frequency of the lesions

Any Other Clinical
Features

Please add any other clinic feature to this freetext box

Sexual History

Please enter the number of sexual partners in the previous three
months

PrEP

Please indicate if the individual used PrEP in the month prior to MPXV

Concurrent STI

Where there concurrent STls diagnosed

If yes, which one(s)

If yes select which one from the dropdown list

Gonorrhoea

Was gonorrhoea suspected or diagnosed

Site of Gonorrhoea

what site was gonorrhoea diagnosed from

Chlamydia Was chlamydia suspected or diagnosed
Site of Chlamydia what site was chlamydia diagnosed from
Syphilis Was syphilis diagnosed
HIV If HIV status was reported as negative or unknown, was a repeat HIV

test taken at time of M Pox diagnosis

MPV Diagnosis

At the time of data collection was the diagnosis of M Pox confirmed
by PCR or a high clinical suspicion with PCR awaited

Monkeypox viral DNA
detected via PCR

Was a M Pox PCR taken from a Skin/Rash/Lesion

Was a M Pox PCR or serology taken from Blood

Was a M Pox PCR taken from a Nose or Throat swab

Was a M Pox PCR taken from a Urine sample

Treated as?

Was the individual treated as an inpatient or an outpatient

M Pox Treatment

Did the individual receive a treatment for M Pox

Which Treatment

If treatment other than supportive was given, which treatment was
given, select from dropdown

Smallpox vaccination

Does the individual have a history of small pox vaccination

Hepatitis B Surface

Is the HBsAg status positive, negative or unknown

Antigen
Hepatitis C antibody Is the HCV Ab positive, negative or unknown
Hepatitis C PCR Is the HCV PCR undetectable or unknown

Any other information

Any comments or other relevant information
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Sample of Case Report Spreadsheet

Study Number | Consented
Each Site is HES it
iven 20 Sk
& . Consented
unique
numbers Yes/No
ID Dropdown

HIV status If PLHIV:
::S:t'l‘\’l ‘Z Last CD4 Last HIVVL | LastVL On ARVS
& date CD4Count Date (cpm)
unknown
Dropdown date number date number Dropdown
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ART Regimen
3rd Agent
tenofovir GO e
TDF/TAF) blcl:tegrav!r
( lamivudine or e Comments or other
or . ) elvitegravir/c .
b . emtricitabine DRV/c or DRV/r regimen
abacavir ATV/c or ATV/r
or 2DR doravarine
rilpivirine
efavirenz
nevirapine
Dropdown Dropdown Dropdown freetext
Transmission Route Contact Recent Travel 1/12 list country of travel
Sexual
Household
Non-sexual close Contact of another Y/N
contact case
Healthcare worker
Unknown
Dropdown Dropdown Dropdown Dropdown
Sex on Site Venue Festival or Large Event If yes, name of event

Did the person attend a large
gathering or party (>30 people) in
the month before M Pox
diagnosis

Did the person attend a sex on
site venue or party in the month
before M Pox diagnosis

Dropdown Dropdown freetext
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ChemSex Initial presenting complaint to department

Department Presenting to

Any Chemsex use
reported in the 1
month before M Pox

Were Monkey Pox symptoms the reason
the person attended, please describe

Sexual health clinic
Emergency department
Primary care/GP
Dermatology

Diaenosis HIV clinic
g Other Hospital Clinic
Other
Dropdown free text Dropdown
Date of -
. M Pox Clinical Features
Presentation
Lethargy Sore Lymph- Low
dd/mm/yy (YFees\;eNro) Exhaustion I}'?:S/a'\fz)e P-lrgrr\(/):;i{is adenopathy Mood (':(/Ieyjlﬁg
(Yes/No) (Yes/No) (Yes/No) (Yes/No)
date Dropdown Dropdown Dropdown Dropdown Dropdown Dropdown Dropdown
M Pox Clinical Features
Type of rash Location Number of
If lesions AR
Vesicular- Face multiole Lesions Please
Rash pustular rash Body, siter) < describe Any Other
(Y/N) Macular Genitals Yes Mucosal Clinical Features
. please 5to 10 .
Single ulcer Palms or . No lesions
- specify 11to 20
Multiple ulcers Soles 520 Not known
Other Other
Dropdown Dropdown Dropdown | freetext | Dropdown | Dropdown freetext freetext
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Seuxal History

PrEP

Concurrent STI

If yes, which one(s)

Choose from dropdown

PrEP usin the Chlamydia
. Gonorrhoea
Number of sexual previous 3months Syphilis
partners in previous Yes/No ol WaftSC(HPV)
Yes olluscum Contagiosum
3 months No Herpes (HSV)
Not Known NSU
LGV
Shigella
Other
freetext Dropdown Dropdown Dropdown
Gonorrhoea Chlamydia Site Syphilis HIV
of Gonorrhoea v of Chlamydia yp
If HIV status was
ted
1=Pharyngeal, 2= 1=Pharyngeal, :zp?atciSe 2?
Rectal, 3= 2= Rectal, 3= g
Y/N . Y/N . Y/N unknown, was a
Vaginal, 4= Vaginal, 4=
Penile repeat HIV test
taken at time of M
Pox diagnosis
Dropdown Dropdown Dropdown Dropdown Dropdown Dropdown
MPV Diagnosis Monkeypox viral DNA detected via PCR
. . N Throat .
Confirmed MPV Skin/Rash/Lesion Blood oses:ab roa Urine
Y/N Y/N Y/N
(Y/N) (Y/N) o (Y/N)
Dropdown Dropdown Dropdown Dropdown Dropdown
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Treated as? M Pox Treament

Which Treatment

Smallpox vaccination history

1= Inpatient, 2=

Was M Pox treatment,
other than supportive

Which M Pox
Treatment was
Used

Smallpox vaccine

. treat tgi . . Yes/No/Unk
Outpatient reatment given Cidofovir sl Ul et
Yes/No Te.cc‘)w.rlmat
Vaccinia immune
globulin (VIG)
Other
Dropdown Dropdown Dropdown Dropdown
Hepatitis B Surface Antigen Hepatitis C antibody Hepatitis C RNA
Positive/Negative or Positive/Negative or Is the HCV PCR positive, negative (i.e.
unknown unknown undetectable) or unknown
Dropdown Dropdown Dropdown

Any other information

Comments

Free text
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Sample of Clinical Site Information Form
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Tables

Table S1: International Clinical Case Definition

Currently used monkeypox case definitions (as of 27" of June 2022)

Other symptoms

European
Centers for
Centre for .
World Health . Disease ;
L. Disease UK Health Public Health
Organisation . Control and i
Prevention . Security Agency Agency of
(WHO) Prevention
and (UKHSA) Canada (PHAC)
(CDC)
Control
(ECDC)
An unexplained An A deep-seated An unexplained An unexplained
acute rash or one unexplained | and well- rash on any part acute rash
or more acute skin | rash on any | circumscribed of their body
lesions part of the lesion, often
body with central
umbilication;
and lesion
progression
Rash description through
specific
sequential
stages—
macules,
papules,
vesicles,
pustules, and
scabs
>38.3°C (101°F) Fever Not mentioned | >38.5°C >38.5°C
Fever (usually >
38.5°C)
Lymphadenopathy | Generalised | Not mentioned | Lymphadenopathy | Lymphadenopathy
Lymphadenopathy or localised
Not mentioned Not Not mentioned | Not mentioned An unexplained
Mucosal lesions specnflcally acu.te genital,
mentioned perianal or oral
lesion (s)
intense headache, | headache, Not mentioned | chills, headache, Headache,
back pain, myalgia | backache, exhaustion, myalgia, back
and intense and fatigue Myalgia (muscle pain, asthenia
asthenia and body aches)

Back pain

Asthenia
(profound
weakness)

https://www.gov.uk/guidance/monkeypox-case-definitions

https://www.cdc.gov/poxvirus/monkeypox/clinicians/case-definition.html

https://www.who.int/publications/i/item/WHO-MPX-Surveillance-2022.2

NEJM Manuscript ID: 22-07323
Manuscript Title: Human Monkeypox Infection across 16 Countries — April-June 2022

34



https://www.canada.ca/en/public-health/services/diseases/monkeypox/health-
professionals/national-case-definition.html
https://www.ecdc.europa.eu/en/news-events/epidemiological-update-monkeypox-multi-
country-outbreak-15-june
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Table S2 “Demographics and clinical presentation of Human Monkeypox Virus infection in

people with and without HIV"

Demographics and clinical presentation of Human Monkeypox Virus infection in people

with and without HIV

HIV status negative or People with HIV
unknown HIV Status

N=310 N=218

(59%) (41%)
Age, years 36 39
Median (range) (18-68) (21,62)
Gender, n (%)
Male 309 (>99) 218 (100)
Female 0 0
Trans or non-binary 1(<1) 0
Sexual Orientation, n (%)
Heterosexual 7 (2) 2 (1)
Homosexual 297 (96) 212 (97)
Bisexual 6(2) 4(2)
Ethnicity, n (%)
White 240 (77) 158 (73)
Black 14 (5) 10 (5)
Mixed 12 (4) 7(3)
Latin X 30 (10) 37 (17)
Other 14 (4) 6(2)
Medical setting of presentation, n (%)
Sexual Health Clinic 82 (26) 38 (17)
Emergency Department 77 (25) 29 (13)
Primary Care 14 (5) 6 (3)
Dermatology 20 (6) 18 (8)
HIV Clinic 59 (19) 95 (44)
Other Hospital Clinic 15 (5) 15 (7)
Private hospital / Other 43 (14) 17 (8)
Suspected route of transmission
Sexual Close Contact 298 (96) 206 (95)
Non-Sexual Close Contact 2(<1) 2 (1)
Household Contact 2 (<1) 1(1)
Other/unknown 8(3) 9 (3)
Clinical features, n (%)
Rash 298 (96) 202 (93)
Fever 194 (62) 136 (62)
Headache 84 (27) 61 (28)
Myalgia 102 (33) 63 (29)
Lethargy/Exhaustion 134 (43) 82 (38)
Lymphadenopathy 183 (59) 112 (51)
Pharyngitis 60 (19) 53 (24)
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Proctitis
Low Mood

Site of positive monkeypox virus PCR¥, n (%)
Skin lesion

Nose or throat swab

Urine

Blood

Semen

Description of rash, n (%)
Vesicular- Pustular
Macular

Single ulcer

Multiple ulcers

Other

Number of skin lesions, n (%)
<5

5-10

11-20

>20

No Lesions or missing data, n

Site(s) of Rash*,n (%)
Genital

Face

Body

Palms or soles

Mucosal lesions Present, n (%)

Location of Mucosal lesions
Anogenital only

Oral Only

Anogenital & Oral

Nasal and/or eye

STl testing performed, n (%)
Presence of concomitant STI in those tested

Management setting, n (%)
Inpatient
Outpatient

Monkeypox specific treatment given, n (%)

Monkeypox treatment used, n (%)
Cidofovir

Tecovirimat

Vaccina IG

Other
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45 (15)
27 (9)

304 (98)
73 (24)
7(2)
15 (5)
14 (5)

178/298 (60)
10/298 (3)
32/298 (11)
56/298 (19)
22/298 (7)

123 (40)
77 (25)
68 (22)
25 (8)

17

235 (76)
75 (24)
175 (56)
26 (8)

122 (39)

83/122 (68)
27/122 (22)
9/122 (7)
3/122 (3)

208/310 (67)
56 /208 (27)

39 (13)
271 (87)

12 (4)

7(2)
3(1)
0
2 (<1)

30 (14)
27 (12)

208 (98)
65 (30)
7(3)
20 (9)
15 (7)

113/202 (56)
9/202 (5)
22/202 (11)
39/202 (19)
19/202 (9)

84 (39)
54 (25)
44 (20)
31 (14)

5

149 (68)
60 (28)
116 (53)
25 (12)

95 (44)

64/95 (68)
24/95 (25)
7/95 (7)
0

169/218 (78)
53/169 (31)

31 (14)
187 (86)

13 (6)

5(2)

5(2)

1(<1)
0

37



Values given represent (%) for categorical variables and median (interquartile range or range) for
continuous variables. Abbreviations: Latin X, Latin American origin or descent; PCR, polymerase
chain reaction; PrEP, Pre-exposure prophylaxis.

*may be present in more than one site

tnot all sitesweretested in all individuals
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Table S3 Image presentation template

Figure X: Evolution of
cutaneous lesion in an
individual with Human
Monkeypox infection. A
shows... , B shows... PCR
status is indicated where

Insert image (s)

available.
Day x Day x Day x
Day of comact Clinical evelution, add day of Monkeypox Chinical evolution
confemation
Day 0 Day x Day x
Day the symptoms started Clinical avolution Clinical evolution
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Statistical Analysis Plan (SAP)

Statistical Analysis Plan (SAP) - Human Monkeypox Infection across 16 Countries — April-
June 2022

Remit of SAP

The purpose of this document is to provide details of the statistical analyses and presentation of
results to be reported within the principal paper(s) of the “Viruses know no borders — a global
human monkeypox infection cases series”.

Caser series title Human Monkeypox Infection across 16 Countries — April-June
2022
Objective Primary objective:

e To describe the clinical presentation, routes of
transmission, diagnosis and initial management of the
current (May — June 2022) human monkeypox epidemic
outside of endemic areas so as to inform current
international case definitions and to allow early
identification and support clinical management

Case series description: This is a retrospective convenience sample case series, cases
were identified through existing clinical and research networks.
A new global collaborative group (SHARE-net) was led by the
SHARE Collaborative at Queen Mary University of London and
formed to support data collection and inform the monkeypox
clinical response.

Setting Data were collected from 43 clinical site in 16 countries
presenting over a two-month period. Cases were submitted
from 4 continents (Europe, North America, South America and
Australia).

Case Definition We used the UK Health Security Agency (UKHSA) definition of
a confirmed case - a laboratory-confirmed monkeypox
infection defined by a positive monkeypox virus PCR from any
anatomical site. The PCR platform was locally determined as
per availability and guidelines.
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Data Collection

Data Sharing

Analysis Methods:

Statistical tests

Web gallery

NEJM Manuscript ID: 22-07323

Each contributing centre completed a de-identified structured
case report spreadsheet (CRS) developed on May 31, 2022
(Supplemental Figure S2). Dropdown menus and free text fields
were used. The CRS captured clinical data and demographic
data and was not part of a research protocol. Variables of
interest were derived from case definitions that preceded this
outbreak, and evolvinginternational case definitions
(Supplemental Figure 1 and Table S1). The CRS was iteratively
refined from the growing clinical experience within our
network. Confirmed monkeypox virus infections diagnosed
since April 27th 2022 were submitted between June 1st - 24th
2022. Templates were provided for uniform presentation of
the clinical image web library. (Supplemental Figure S2 and
web library SX).

De-identified data from consented individuals was securely
transferred to the coordinating site and stored and analysed
within the Queen Mary University of London Barts Cancer
Institute data safe haven. A secure email data transfer platform
(Egress) was used to transfer anonymised data.

This analysis is a descriptive report of cases collected.
Frequencies of categorical data and binary outcomes such as
clinical, characteristics and demographics were presented as
proportions and percentages. For continuous variables the
median and range or first and third quartiles were reported.
For a variable, where the frequency of missing data is greater
than 5 cases this is indicated in the tables. It is not indicated
where the data was reported as “No or Unknown” as was the
case for specific clinical characteristics. Data analysis was
performed using IBM SPSS Statistics Version 28.0.0.0 (190).

As this is a descriptive analysis, p-values were not reported for
the differences between groups.
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Supplement to: Thornhill J, Barkati S, Walmsley S al. Human Monkeypox Infection across 16
Countries — April-June 2022

Viruses without Borders-

Image Library
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Figure 2: Evolution of cutaneous lesions in an individual with Human Monkeypox
infection first presented with few painless genital lesions.

A shows penile and pubic lesions. B shows evolution of penile and pubic lesions.
PCR status is indicated where available.

Day -5 Day 3
Sexual Rectal pain and discharge. Partner was Day 7
Contact, MSM diagnosed with Gonorrhea. Treated High fever, feeling unwell, weakness,
Condomless headache
>
Day 0 ) Day 5 ) ) Day 10
Few painless genital lesions Confirmed Monkeypox - genital lesions  persistent night sweats, lesions necrotic and
and nasopharyngeal very painful. New oral ulcers, generalized
swabs PCR positive pruritus, small joints arthralgia, weight loss 3%
NEJM Manuscript ID: 22-07323 44
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Figure 3: Cutaneous lesions
in an individual with
Human Monkeypox
infection first presented
with 3 genital lesions,

well controlled HIV
infection. A shows penile
lesions, PCR positive

Day -7
Sexual Contact, MSM
Condomless

Day 1
Treated

as suspected Syphilis

A: Day 2,
PCR positive

Day 7

Home isolating and feeling depressed.

Lesions are healing slowly.

Figure 4: Cutaneous
lesions and anal mass
in an individual with
Human Monkeypox
infection first
presented with
severe anal pain. A
shows anal mass. B
shows lesions on
palm, lower and
upper extremities.
PCR status

is indicated where
available.

Day -7
Sexual Contact, MSM
Condomless, partner had
vesicles on his back.

Day 0

Day 2

3 new painless Confirmed Monkeypox -
genital ulcers genital lesions PCR positive

Day 1-6
Developed vesicular
rash on palms, limbs

and genitalia.

Day 7
Treated with IM Ceftriaxone. Discharged to home
isolation with Doxycycline for suspected coinfection
with Gonorrhea/Chlamydia.
STD pan]-)l pending
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Day 0
New severe anal pain
and new anal mass

Day 6
Confirmed Monkeypox -
skin lesions PCR positive

PCR positive
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Figure 6: Anal/perianal
and cutaneous lesions in
an individual with Human
Monkeypox infection first
presented with fever and
one perianal lesion.

A shows Anal/perianal
lesions. B1-B3 show
cutaneous lesions of the
scalp arm and leg

respectively.
Day -6 Day 6
Sexual Day 0 Admitted as inpatient due to very severe rectal pain
Fever, p: - ry pain,
Contact, MSM ¥ has a few perianal lesions, and anoscopy reveals
Condomless lymphadenopathy, one

. 3 many vesicular lesions in the anal canal
lesion (ananaI)

Day 2
Confirmed Monkeypox, perianal lesion-
PCR positive. More severe rectal pain,
initially treated as outpatient

Day 8

scalp

Figure 5: Evolution of cutaneous lesion

in an individual with Human Monkeypox
infection first presented with a single genital
lesion. A shows the lesion at the base of the
penis. B shows the evolution of the lesion.
PCR status is indicated where available.

v

Developed 10 cutaneous
lesions on limbs, face&nd

A: Day 5,
PCR positive
Day -6 to -4
Several sexual Day 0 Day 5 Day 11
contacts, MSM, Fever, lesion at the base Increased erythema and oedema around Lesion is healing
condomless of the i)enis the lesion
>

Day 1
Confirmed Monkeypox, skin lesion-PCR
positive
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Figure 7: Evolution of
cutaneous lesions in an
individual with Human
Monkeypox infection

first presented with

a single anal lesion. A1-A3
show evolution of the anal
lesions. PCR status is
indicated where available.

Day -30 to -1
Sexual
Contacts, MSM
Condomless

Day 3

A1: Day 3,
PCR positive

A2: Day 10,
PCR positive

Anal lesion worsening and development of satellite lesions.
Confirmed Monkeypox, oropharyngeal and anal lesion- PCR positive

A3: Day 17,
PCR positive

Day 17
Follow up #2

Resolution of satellite lesions
Oropharyngeal PCR negative

anal lesion PCR positive

[ .

Day 0
Anal lesion

Figure 8: Evolution of
cutaneous and

pharyngeal lesions in an
individual with Human
Monkeypox infection. Al-
A3 show pharyngeal
lesions, B1-2 show truncal
rash, C1-2 show lower limb
rash. PCR status is
indicated where available.

A1: Day O,
PCR positive

Day 10
Follow up #1
Oropharyngeal and anal-PCR positive

A2: Day 3,
PCR positive

A3: Day 21,
PCR negative

Day -30 to -1 Day 3 Day 14
Sexual Treated with amoxicillin for suspected tonsillar Follow up #2
Contacts, MSM superinfection. Day 8 Oropharyngeal, tonsillar,
Condomless Truncal and lower limb rash. Hospital discharge

cutaneus RCR positive

>

Da'y 4
Day 0
Tonsillar and cutaneous lesions
Confirmed Monkeypox oropharyngeal, tonsillar,
cutaneous-PCR positive

NEJM Manuscript ID: 22-07323

Hospital admission

Day 7
Follow up #1
Oropharyngeal, tonsillar,
cutaneous-PCR positive

Day 21
Follow up #3

Oropharyngeal, tonsillaygcutaneous-

PCR negative
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Figure 9: Evolution of Al: Day0, | A2: Day 7,
genital lesions in an PCR posiive PCR positive
individual with Human
Monkeypox infection. Al-
A3 show genital lesions.
PCR status is indicated
where available.

A3: Day.21,
PCR positive

Day -30 to -1
Sexual . Day 7
Contacts, MSM Follow up #1 Day 18
Condomless Oropharyngeal, genital-PCR positive Hospital discharge
Day 0 Day 14
Genital lesions Follow up #2
Confirmed Monkeypox oropharyngeal and genital-PCR Paraphimosis. Oropharyngeal, genital-PCR negative 11

positive Hospital admission

Figure 10: Evolution of
perianal lesions in an
individual with Human
Monkeypox infection. Al-
A3 show evolution of the
perianal lesions. PCR status
is indicated where

available.
" A2: Day 3,

Al:Day 2 PCR positive

Day -30 to -1 Day 3
Sexual : Day 1 New lesions on face, then about 20 throughout the
Contact, MSM Diarrhea body. Confirmed Monkeypox, skin, throat, blood-
Condomless PCR positive
>
Day 0 Day 2
Painful groin nodes followed by nausea Anal pain, patient thought it
was hemorrhoids 12
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Figure 11: Evolution of
cutaneous lesions in an
individual with Human
Monkeypox infection first
presented with foot and
hand lesions, HIV well
controlled. A1-A3 show
evolution of foot lesion.
B1-B3 show evolution

X . AS: Day 22
of finger lesion. PCR status
is indicated where
available.
Day -7
Sexual . - Day1 . . Day 5
Contact, MSM Developed one lesion on the foot and one lesion on the finger Lethargy resolved
Condomless Confirmed Monkeypox, skin, throat, blood-PCR positive

Day 0 Day 2-4 _ '
Fever and lethargy Developed 2 more skin lesions
13

Figure 12: Cutaneous
lesions in an individual
with Human Monkeypox
infection first presented
with single painful perianal
ulcer in a HIV-positive
individual. A shows a single
perianal ulcer. PCR status is
indicated where available.

Day - 20 Day 2 Day 10

Sexual Small, single, painful perianal Remote follow up #1
Contact, MSM ulcer. Confirmed Monkeypox, skin PCR Fever and lymphadenopathy resolved
Condomless positive No additional lesions, scabbed skin

>
Day 0 Day 5 Day 16
Fever, lymphadenopathy _ Feeling better, " Follow up #2
development of few additional lesions on lower legs,PCR positive Feeling well, skin lesionslfesolved

Treated for suspected Gonorrhea
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Figure 13: Evolution of
clinical signs in a HIV-
positive individual with
Human Monkeypox
infection. A shows a single
oral lesion. B shows
additional skin lesions and
the first dose of
tecovirimat. PCR status is
indicated where available.

Day - x Day 2
Sexual Prescription of ointment by family
Contact, MSM physician

Day 11
Hospitalisation and treatment with tecovirimat due to
swallowing difficulties. Blisters at the back palate,
lymphadenopathy and additional skin lesions

Day 18
Remote Follow up #1
End of Treatment, feeling better
Scabbed skin lesions

Day 0 Day 7
Blister left corner of the mouth

Single ulcer left corner of the
mouth. Confirmed Monkeypox
PCR positive

Figure 14: Evolution of
clinical signs in a single
individual with Human
Monkeypox infection. A
shows a CT scan of a
severe MPX-related
proctitis. B and C show
additional skin lesions. PCR
status is indicated where
available.

A Day 8,
PCR positive

Day -3
Sexual Contact Day 2

Day 14
Discharged
Improvement in swallowing and
lymphadenopythy, additional lesions
on whole body

Day 21
Remote Follow up #2
Only few skabbedJesions left

Day 11
Decreasing rectal pain, fever resolved

(fisting), MSM Prescription of amoxicillin by family Additional skin lesions
physician
>
Dal/ 8 Day 13
Day 0 _ Hospitalisation due to rectal pain Discharged
Fever, lymphadenopathy, fatigue, rash Exclusion of concomitant rectal STD via Multiplex- Rectal pain resolved 16

PCR. Confirmed Monkeypox, anal and skin-PCR

nositive
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Figure 15: Evolution of
nasal lesions in

an individual with Human
Monkeypox infection first
presented with a single Al: Day 7,
nasal lesion. A1-A5 show FeRpasiing
evolution of a nasal lesion,
B shows a single forearm
lesion. PCR status is
indicated where available.

A3: Day 13,
PCR positive

Duy 4

Last sewanl Dy 3 Dy &

A4: Day 19,
PCR positive

A5: Day 21,
PCR on-going

Day

contaz, NS Fawer ond dovelopmenl Wackarrg of Ihe sion Nemad saab enEing posite
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Figure 16: Evolution of
cutaneous lesions in

an individual with Human
Monkeypox infection. Al-
A3 show facial lesions, B
shows anal lesions, C
shows a lesion on the
scalp, D and E shows back At D;y 8,
and gluteal lesions,
respectively. PCR status is
indicated where available.

PCR positive

C: scalp lesion

Dy 13 Dy 1

Folow Ly vl Pasen! chuchorgad
ALNVLSCN I YOt (YT p—— "m-y

with cxiofoa'puterecsd

E: gluteal lesions

Day 14 Day 6 Day 7 Day 14
S I Cay-t  MsM Developmen_t of _ New lesions on gluteal region, Most of lesions scabbed
exual Contact, nasal and upper lip lesions anus, scrotum, scalp Anal lesions still florid

Day 0
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Figure 17: Evolution of
cutaneous lesions in an
individual with Human A2: Dayd
Monkeypox infection. Al-
A7 show evolution of
lesions of the penis. PCR
status is indicated where

available.
: Day 10, A6: Day 13,
PCR positive PCR positive
AT7: Day 17
Day 3
Progressive swelling
under the lesion. Confirmed Day 6 Day 17
Day -7 Monkeypox Admitted in hospital due ay -
Sexual intercourse, MSM PCR positive. to intense pain and necrotic Last follow up visit
condomless Antibiotic therapy started appearence at follow up visit Continues antibiotic therapy
[ ,
Day 0 Day 4 ) Day 13
Vesico-pustular lesion appears on the Concomitant _ Patient discharged 19
basis of the penis Syphilis diagnosed Continues oral antibiotic therapy

Figure 18: Evolution of
cutaneous lesions in an
individual with Human
Monkeypox infection
affected by vitiligo (off
therapy). A and B show
lesions of the hands, C1-2
show evolution of a chest
lesion, D1-2 show
evolution of a penile
lesion, E shows a gluteal
lesion and F shows perianal
lesions. PCR status is
indicated where available.
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condomless ymphadenopatny and pustules Follow up visit Last follow up visit
Spread to chest, limbs and penis All lesions developed scabs Resolution.
I
>
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Inguinal lymphadenopathy and Accessed the Sexual
Anal pustules Health Clinic. Confirmed Monkeypox, 20
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Figure 19: Evolution of oral
and genital lesions in an
HIV-positive individual with
Human Monkeypox
infection. A shows tongue
lesions and B show lesions
of the penis. PCR status is
indicated where available.

A: Day 5,
PCR positive B: Day 2
PCR positive

Day -10 Day 2
Sexual intercourse, MSM Pustules on penis and
condomless Ventral side of the tongue
Fever

Day 0 Day 5
Fever and fatigue Accessed the Sexual
Health Clinic. Confirmed Monkeypox, 21
Oral and genital- PCR positive

Figure 20: Rapid development and
evolution of extensive skin lesions in
an individual with Human
Monkeypox infection. A1-A4 show
evolution of forehead lesions and B1-
B2 show evolution of tongue lesion
on tecovirimat; C shows
maculopapular rash with isolated
pustules on the groin; D shows sole
of foot.

- Day 7 Day 11

Givin 2:2; r:ceivin Chills. m a??gsz back pain Admitted to hospital with extensive maculopapular rash, multiple pustules, Ongoing

oral gex with knowr? he;déchg egalr-éche tepndle} odynophagia with impaired oral intake; multiple skin specimens PCR clinical

male partner cervical lymphadenopathy positive, initiated on tecovirimat improvement
>
I >
Day 4 Day 9
Day 0 Presented to Emergency Department

Improved oral intake
Ongoing development of new papular and
pustular lesions 22

Sore throat, sore

Pharyngitis and tongue lesions seen on exam
tongue

Confirmed Monkeypox, throat swab and tongue lesion-PCR
positive
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Figure 21: Genital lesions in individuals with Human Monkeypox infection.
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Figure 23: Skin lesions in individuals with Human Monkeypox infection.
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