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Med tanke pa att sa manga forskrivna pennor inte anvands/kasseras
samtidigt som anafylaxi ar ett potentiellt livshotande tillstand:

* Ar diagnosen korrekt?

* Vet patienten nar det ar dags att injicera?

e Kan patienten injicera

e Bar patienten sprutorna pa sig

e Har patienten fatt en tvapack med adrenalinpennor forskrivet

Se SFFA.nu /dokument/anafylaxidokumentet

Spelar val av adrenalinpenna nagon roll? For fragor

SMS-nummer:
070-903 204 15 00



Vilka faktorer kan vara av betydelse f6r en optimal och
effektiv serumkoncentration

e Dos (0,15 mg; 15-30 kg, 0,30 mg; 30-60 kg, 0,50 mg; >60 kg?)
e Nallangd

* |njektionskraft

e Hallbarhet

 Enkelhet for att optimera korrekt injektion
e FoOrvaring
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RESEARCH Open Access

Epinephrine delivery via EpiPen” 2

Auto-Injector or manual syringe

across participants with a wide range
of skin-to-muscle distances

Mangitia worm'" 3, DucTung Mguyen’, Auss Rackiey”, Antonala Muran', Gaonge Du Toit™", Tracey Lawrence’,
Hong LP, Kurt Brumbaugi® and Magnus Wickman®

Abstract

nd: Inkramscubar (I Injection of epinephrine (adrenaline) 2t the mid-anterolieal (AL) thigh |s te inter
natioral standard therpy for acute anaphyiids. Concerrs exist regarding implications of epinephrine auto-injector
neaches not penetrating the musde In patients with gesater skin-to-muscle-cistances (STMOL
Mathods This cpen-labs)l, randomized, crossowver shudy iInvestigated pharmacokinetics and pharmacodyniamics
folawing Injection of epinepirine In healthy voluntesrs, Indyiduaks were stratified by maximally compresed STMD
{kw; 2 15 mim; moderate, 15-20 men; high, 20 mm. Participants recetved spinepbrine infections via EpPen™ Auto
Injeciar (EpiPer; 03 moyD3 mior I syninge 0.3 mg/02 ml) at mid-AL thigh ar peosiver] waline by IM singz Ina
rndomized crder. Eligible participants reosiverd a fourth reatment {EgiPen (03 mo/0a mi] at distak-AL Brighi. Mode
ndependent prarmacokinetc paameters and phamacodynamics wene sy

Rosults There wer numerical trends toward highe peakepinephrine concentrations (1,52 ws 035 ngfml; gea
metric mean rati, 1.40; 90% 0 117.6-164.65%) and more rapid exposure {ime to peak concentration, 20 vs 50 min)
for Epifen vs IM syringe: at mid-AL thigh acroes STMD groups. Abmorption was fasier over the first 30 min for EpiPen
ws IM syringe { partial area under ourve: JALK] aver first 30 min: geometric mean mbic, 2.13; 90% O 155.0- 225.05)
Overall =xpasure based on AUC to the last measuraible ooncentetion was similar for EpiPen ws IM syminge (geomeetric
mean ratk, 1.13; 90% (] 98.8-12%.8%). Epinephrine phanmacokinetics after EpPen injection were simikr acoss STMD
graups. Treatments were vl tolerated

Condusionz Epinepivine delivery wa EpiPen resulied ingre wstemic expasre o epdnsphrine vs 1M
syringe as ass=ssed by spinepheine plisma keveb: Delvery wia EpiPen wes corsdstent acrss pariicimnts with a wide
rnge of STMD, even when the nesdle may not have penstrated the musde.

Trica res tea tiovns This. trial was regisizred with the Germran Cinical Trials Regester (DRSS D DASS0000 1363; secondary
D, BudraCT 20716-000104-230 on 23 March 2007,

Kaywsords: Epinephrire. Adrenaline, Auto-injectars, Obesity, Body mass Indes, Intramusoular ingsctions,
Prarmacokinetics, Anaphylasds, Sin-io-musde distance, Berdle length
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Public Assessment Report
Scientific discussion

Emerade
(adrenaline tartrate)

SE/H/1261/01-03/DC

Thiz module reflects the scientific dizcussion for the approval of Emerade, The procedure
was finalized at 2012-11-28. For information on changes after this date please refer to the
module ‘Update’.
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Original Article

B¥availability and Cardiovascular Effects of
Adnfgnaline Administered by Anapen Autoinjector
in Héglthy Volunteers

. MD", Philippe Robert, PhD®, Yves Donazzolo, MD®, Sabrina Loyau, PharmD?,
A, Philippe Lehert, PhD™, Jeanne-Marie Lecomte, PhD”, and Jean-Chares farz, PhD™
Nieres, and Massy, France; Louvain, Belpiim: and Melboume, Viceoria, Ausralia
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length to reach the muscle.
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Emerade

Spruta

Nalen sitter fast
pa sprutan

Sprutan tal
mindre B

injektions-
kraft

EpiPen
Jext

Patron

Nalen ar
separerad fran
patronen

Patronen tal mer
injektionskraft
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EpiPen resulterade i snabbare hogre peakkoncentration av adrenalin jamfort med IM
spruta och nal 25,4 mm i grupperna med lagt resp hogt hud-till-muskeldiameter (STMD)

Viktigt pa akuten

- High STMD

a5~ 8 Low STMD - —s— EpiPen, mid-AL thigh (n=11)

—e— EpiPen, mid-AL thigh (n=12) ] —o— |M syringe, mid-AL thigh (n=11)
== |M syringe, mid-AL thigh (n=12) EpiPen, distal-AL thigh (n=11)
=== Saline via IM syringe (n=12) —=— Saline via IM syringe (n=11)
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Worm M et al. Clin Transl| Allergy 2020;12:21
Anapen med kort nal jamfért med intramuskular For fragor
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« Explore the pharmacokinetics and
public Assessment Report pharmacodynamics of epinephrine in
Scientific discussion healthy male and female subjects with
different skin-to-muscle depth (STMD) of
_— the thigh after injections with four different
(adrenaline tartrate) marketed auto-injectors:

1) Emerade 0.3mg
2) Emerade 0.5mg
3) Epipen 0.3mg *
4) Jext 0.3mg *

SE/H/1261/01-03/DC

Thi: module reflects the scientific discussion for the approval of Emerade, The procedure

was finalised at 2012-11-28. For information on changes after this date please refer to the
module ‘Update’.
FostuarzpPoztl ssorers: PO, Sov 35, SE-751 03 Unpaais, SWEDEN
ing address: Diag Harmmartkiics g 42, Uppsala
ton/Phone: =45 (012 1745 00 Far =45 (0118 54 85 55
et ww abemeseseriet se E-mal Egistio sk mese et o

Public Assessment Report Sweden_Emerade SE/H/1261/01-03/DC, 2018:
https://docetp.mpa.se/LMF/Emerade%20solution%20for%20injection%20in%20pre-filled%20pen%20ENG%20PAR 09001bee807al122c.pdf accessed

Feb 10, 2021 .
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https://docetp.mpa.se/LMF/Emerade%20solution%20for%20injection%20in%20pre-filled%20pen%20ENG%20PAR_09001bee807a122c.pdf_accessed

Cohort 1, STMD <15 mm (8 M, 7 K)
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Public Assessment Report Sweden_Emerade SE/H/1261/01-03/DC, 2018:
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https://docetp.mpa.se/LMF/Emerade%20solution%20for%20injection%20in%20pre-filled%20pen%20ENG%20PAR 09001bee807al22c.pdf accessed

Feb 10, 2021
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https://docetp.mpa.se/LMF/Emerade%20solution%20for%20injection%20in%20pre-filled%20pen%20ENG%20PAR_09001bee807a122c.pdf_accessed

Cohort 2, STMD >15 mm & <20mm (8 M, 6 F)
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https://docetp.mpa.se/LMF/Emerade%20solution%20for%20injection%20in%20pre-filled%20pen%20ENG%20PAR_09001bee807a122c.pdf_accessed

Cohort 3, STMD > 20 mm (6 F)
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https://docetp.mpa.se/LMF/Emerade%20solution%20for%20injection%20in%20pre-filled%20pen%20ENG%20PAR_09001bee807a122c.pdf_accessed

Advisary board gruppens kommentarer till
studieresultaten

e Nallangden (Emerade) spelar obetydlig roll jamfért med autoinjektorns
injektionskraft (EpiPen och Jext)

e En autoinjektor med patron och stark fjader ger snabbast maxpeak
(EpiPen)

e Maxpeaken bor infalla efter sa tidigt som maijligt 5-10 min (EpiPen)

 Infaller den forst efter 30 minuter finns risk for upprepade injektioner och
risk for problematiska biverkningar inte minst om 0,5 mg ges (Emerade)

* 0,5 mg ar inte en foérdel annat an majligen bland kvinnor > 80 kg

e Forsiktighet med onddigt lang nal till magerlagda barn — benskada
(Emerade)

For fragor
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Hallbarhet som anges

 april 2021 Anvandarvanlighet

15 H-701
A=A

Eme Qde 500111:Krn(;|u1n e :

adrenalin  Injektionsvatska, [asning | 16riylid penna For intramuskulfr injektion Lot o

adre witska,

* EpiPen 24 man
e Jext 22 man
* Emerade 18 man

| Sverige 2014: 1 accidentell injektion i tummen
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Sammanfattning: Vilka faktorer kan vara av betydelse f6r
en optimal och effektiv serumkoncentration

e Dos: 0,50 mg; >60 kg? (>80 kg Kvinnor) 1 g, dvs tva injektioner kan
vara for hog dos for vissa (Emerade)

 Injektionskraft Patronladdad penna bast dvs
Epipen/Jext

e Nallangd Spelar ingen roll i samman-
hanget, men risk for benskada
om lang nal till magerlagda

barn
e Hallbarhet Epipen bast hallbarhet
e Anvandarvanlig Sannolikt Emerade For fragor
e Fdrvaring Samtliga inte > 25°C SMS-nummer:

070-903 204 15 00



Kraftigare fjader
Battre injektionskraft Smidighet

ng.,

L
gg - . TRAINER
%éx w emerade.com

Svagare fjader

Mer otymplig
Samre injektionskraft

Mindre tydlig

magnus.wickman@ki.se
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