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Ludwig
Maximillian University LMU-Munich. Germany.2012
« Almilli, O., Hermanns.,W. Feline infektiose Peritonitis histologische und immunhistologische
Untersuchung ,pocket book, publishing company Dr. Hut Verlag, Germany,2013.
 Almilli, O. ocular lesions of Feline infectious peritonitis, Ludwig Maximillian University LMU-
Munich and Zurich University Switzerland.

- Almilli, O., Hrmanns .,w. Determining the optimal biopsy for diagnosing of FIP with a highest
diagnostic yield Ludwig Maximilian University 2013

- Almilli, O., Hrmanns .w distribution of FIP viral antigen and its importance in diagnostic of feline
infectious peritonitis( not published yet)
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Table 1: Antiviral and immunomodulatory drugs for COVID-19 (selection of drugs)

substance Substance type / Application form, Effectiveness / Safety | Studies Comments
target /Admission Dosage, duration I NW /Al
Remdesivir Small molecule intravenously No evidence for NCT04257656 Available for
NCT04252664
Nucleotide analog Dosage according Effectiveness for use | Ncto4302766 Clinical studies,
Protocol of Gilead, | at COVID-19,
(Prodrug) i.R clin. Studies: e Stockpiling through
so far no published NCT04292730
Seriously ill Patients | Warning notices NCT04280705 BMG in 18
Inhibits MHV (Def. See above): available, NCT04315948
Replication NCT04321616 Hospital-Pharmacies
LD 200 mgivd1, Side effects: i:draCTi2020-000982- for individual
Vi then 100 mg IV hypotension,
fargetvirus g24h for fur%her 4 S\)/IVF()eating R Attempted healing
! NCT04323761

NCT04359667




No admission

d (up to a maximum

Tremors, nausea,

NCT04349410
Adaptive COVID-19 Treatment

05/2020

further 9 d) vomiting, e Emergency use
Invasively ventilated | Constipation, > (ACTT, Authorization of
Patient or Liver value . FDA
ECMO: increases as
Expression one In Europa will be
LD 200 mgivd 1, Hepatotoxicity, admitted in the near
then 100 mg IV Hypalbuminemia, future.
g24h for further 9 Hypokalaemia,
d anemia,
Thrombocytopenia
Optimal duration of
therapy still not clear
substance Substance type / Application form, Effectiveness / Safety | Studies Comments
target /Admission Dosage, duration /[ NW /Al
Hydroxychloroquin Antiprotozoal Orally No evidence for NCT04286503 In vitro activity
inhibits lysosomal Effectiveness for use | NCT04307693 against SARS and
Proteases in i.R clinical atCoOVvID-19 NCT04303299 SARS-CoV-2
Plasmodia Studies: NCT04303507 (Activity in vitro
d1 400 mg po, g12h, | Side effects (Pravention) Hydroxychloroquine
Target: parasite from d2 200 mg, (chloroquine> NCT04304053 > Chloroquine)
Admitted for malaria | q12h Hydroxychloroquine) | (+PEP)
quartana, Therapy duration QT time -extention NCT04315896 CAVE:
chronic PA, SLE, over 7-10 days, exact | Loss of appetite, NCT04308668 (PEP) | ECG check before
porphyria Gastrointestinal and | NCT04321993 Beginning and in
cutanea tarda Duration still unclear abdominal pain, NCT04323631 Course of
diarrhea, nausea, NCT04318444 (PEP) | therapy
Vomiting, weight NCT04324463

loss

NCT04322396




Contraindicaciones:
retinopathy,
porphyria,
Myasthenia gravis,
lack of glucose
6-phosphate
dehydrogenase

, prophecy,
Pregnancy, lactation

NCT04321278
NCT04321616
NCT04325893
NCT04332094
NCT04333732 (HCW
Pravention)
NCT04328272
NCT04328493
NCT04333914
NCT04349371 PEP
bei HCW
NCT04345419
NCT04343092
NCT04351347
NCT04351919
NCT04350281
COVID- 19
EFC16858
NCT04335084 (PEP
bei HCW)
NCT04347889 PEP
HCW
NCT04328961 PEP
NCT04354428
NCT04326725 PEP
NCT04336748 PEP
bei HCW
NCT04331834 (PEP
bei HCW)
EudraCT: 2020-
001224- 33
EudraCT: 2020-
001010- 38
EudraCT: 2020-
001113- 21
EudraCT: 2020-
000890- 25
EudraCT:2020-
000982- 18
NCT04365582
NCT04328285 PEP




NCT04382625
NCT04384380
NCT04372017 PEP
NCT04374552
NCT04372082
NCT04371406
NCT04370782
NCT04390594
NCTO04377646
NCT04379492
NCT04389359
NCT04371926
NCT04385264




substance

Substance type / Application form, Effectiveness / Safety | Studies Comments
target /Admission Dosage, duration I NW /Al
Lopinavir/Ritonavir Protease inhibitor oral No evidence for NCT04307693
inhibits viral i.R clinical Effectiveness for use | NCT04261907
Transcription Studies: at NCT04286503
COVID-19, NCT04295551
Target: virus 400 mg lopinavir reports on clinical NCT04303299
mg /100 mg ritonavir | improvement only NCT04315948
Admitted for HIV po ql2h anecdotal ChiCTR2000030187
Therapy duration ChiCTR2000029603
over Side effects: ChiCTR2000029548
7-10 days, hepatotoxicity ChiCTR2000029541
(especially ChiCTR2000029539
Exact duration still with additional ChiCTR2000029468
unknown COVID-19- ChiCTR2000029387
accompanied EudraCT: 2020-
hepatitis), 001113- 21
Diarrhea, abdominal | NCT04321993
Pain, NCT04321174
Lipid increases, NCT04365582
nausea NCT04330690
NCT04346147
NCT04328285 PEP
NCT04328012

NCT04321174 PEP
NCT04364022 PEP
NCT04276688
komplett




substance Substance type / Application form, Effectiveness / Safety | Studies Comments
target /Admission Dosage, duration I NW /Al
Favipiravir RNA antiviral Orally No evidence for NCT04310228 experimental:
Pyrazin- Effectiveness and NCT04303299 SARS-CoV-2,
carboxamide, I.R,clinical security NCT04273763 EBOV, WNV,
inhibits RNA Studies: for use with COVID- | NCT04336904 hemorrhagic
Polymerase LD1600mg po d1, 19 NCT04345419 Fever viruses,
then 600 mg po NCT04351295 Bornaviruses
Target: virus gl2h Side effects: NCT04346628
Therapy duration Teratogenicity NCT04359615
Admitted in Japan over7 -14 d, NCT04310228
for exact duration Contraindication: NCT04333589
Influenza still unclear pregnancy NCT04358549
NCT04349241
NCT04356495
NCT04361461
ChiCTR2000029600
ChiCTR2000029544
ChiCTR2000030113
ChiCTR2000029548

NCT04373733




substance Substance type / Application form, Effectiveness / Studies Comments
target /Admission Dosage, duration Safety / NW / Al
Camostat Proteaseinhibitor Orally No evidence for No preclinical. No preclinical studies
Effectiveness for use | Studies on COVID- on covidl9
Serin-Protease i.R clinical at 19
TMPRSS2 Studies: COVID-19 NCT04321096
2x100 mg po g8h NCT04338906
Target: Host Therapy duration Side effects: pruritis, | (randomized phase
_ _ over Drowsiness, IV study UKE & UK
Admitted in Japan 7-10 days, exact increased Disseldorf)
for Pankreatitis Duration still unclear | Thirstand Hunger, | NCT04355052
case report: NCT04353284
At chron. Acute eosinophils
Pancreatitis 200 mg | pneumonia
po g8h
substance Substance type / Application form, Effectiveness / Safety | Studies Comments
target /Admission Dosage, duration /[ NW / Al
Tocilizumab Monoclonal Intravenous, No evidence for NCT04306705
antibody subcutaneous Effectiveness and NCT04310228
Target: Interleukin-6 security NCT04317092
(IL-6) receptor I.R clinical trials for use with COVID- | NCT04320615
19 ChiCTR2000030894
Target: host once around 4 - Side effects: Infection | NCT04322773
Admitted for 8mg / kg, usually tendency due to EudraCT: 2020-
Rheumatoid arthritis | 400mg Immunosuppression, | 001110- 38
(RA), morbus Still's | 1V, maximum 800mg | Leukopenia, EudraCT:2020-
disease, iv neutropenia, 001246- 18
Cytokine release Exanthem, NCT04332094
Syndromes or single dose 8 mg/ | headache, NCT04333914
kg body weight IV Vertigo, art. HTN, NCT04331795
or2x162 mgs.c. Hepatotoxicity NCT04335305
NCT04331808
Dosage at RA: NCT04315480

162 mg sc / week

NCT04330638




NCT04335123
NCT04339712
NCT04345445
NCT04331795
NCT04361032
NCT04359667
NCT04346355
NCT04335071
NCT04356937
NCT04332913
NCT04363853
NCT04363736
NCT04361552
NCT04366206
NCT04359095
CT04347031

NCT04365764
NCT02735707
NCT04349410
NCT04346693
NCT04335123
NCT04366245
NCT04377750
NCT04377659




substance Substance type / Application form, Effectiveness / Safety | Studies Comments
target /Admission Dosage, duration /[ NW / Al
Corticosteroids Steroid hormones Oral, intravenous, Not applicable except | NCT04273321 Intensive care
inhalative If necessary at NCT04325061 at measures
Target: host at ARDS (“so short | ARDS at COVID-19 | ARDS required
as possible™) ! EudraCT: 2020- Virus clearance
Admission for 001113- 21 MERS- / SARS-
multiple Methylprednisolone | Side effects: NCT04329650 Cov: lung / blood |
Autoimmune 1- 2 mg/ kg / day Immunosuppress., NCTO04348305
diseases Muscle atrophy, NCT04331054 inhal.
i.R clinical trial: Osteoporosis, NCT04244591
40mg Hyperglycemia, completed
Methylprednisolone Skin atrophy, NCT04360876
1-0-1lover5d , Striae NCT04355637 inhal.
rubrae, cataract, NCT04355247
glaucoma, NCT04331470 inhal.
Psychological NCT03852537
changes NCT04323592
substance Substance type | Application form, Effectiveness / Studies Comments
/ target Dosage, duration | Safety / NW /Al
/Admission
Convalescent Plasma from Intravenously No evidence for NCT04292340
Pasma Recovered Effectiveness NCT04321421
i.R clin. Study and security NCT04323800
Target: virus 250- 300 mL for use with NCT04325672
o Convalescent pla | COVID-19 NCTO04333355
No admission sma Side effects: NCT04354831
day 1, day 3 unclear, possibly | NCT04348877
and day 5 (day 3 | allergic Reactions | NCT02735707
and 5 REMAP- CAP




depending on
Tolerance and

Condition of Pat.

Or

200-250 mL
Recovalescent
plasma and
antibody titer>
1:64

ChiCTR2000030702
ChiCTR2000030627
ChiCTR2000030179
ChiCTR2000030046
ChiCTR2000030039
ChiCTR2000030010
ChiCTR2000029850
ChiCTR2000029757
ChiCTR2000030929
NCT04345991
NCT04338360
NCT04343261
NCT04346446
NCT04347681
CAPSID
NCT04366245
NCT04345679
NCT04353206
NCT04343755
NCT04365439
NCT04356534
NCT04383535
NCT04383548
NCT04384497
NCT04388527
NCT04385043
NCT04390178
NCT04373460
NCT04377568
NCT04375098
NCTO04374526
NCT04389944
NCT04388410
NCT04372979
NCT04392232
NCT04377672
NCT04389710
NCT04392414




& Use conservative fluid management in patients with SARI when there is no evidence of shock.
Remarks: Patients with SARI should be treated cautiously with intravenous fluids, because aggressive fluid resuscitation may
worsen oxygenation, especially in settings where there is limited availability of mechanical ventilation.'®

@  Use a conservative fluid management strategy for ARDS patients without tissue hypoperfusion.
Remarks: This is a strong guideline recommendation;'” the main effect is to shorten the duration of ventilation. See reference [**]
for details of a sample protocol.

6. Management of septic shock

&7 Recognize septic shock in adults when infection is suspected or confirmed AND vasopressors are needed to maintain mean
arterial pressure (MAP) 265 mmHg AND lactate is 22 mmol/L, in absence of hypovolemia.
Recognize septic shock in children with any hypotension (systolic blood pressure [SBP] <5* centile or >2 SD below normal for
age) or 2-3 of the following: altered mental state; tachycardia or bradycardia (HR <90 bpm or >160 bpm in infants and HR <70
bpm or >150 bpm in children); prolonged capillary refill (>2 sec) or warm vasodilation with bounding pulses; tachypnea; mottled
skin or petechial or purpuric rash; increased lactate; oliguria; hyperthermia or hypothermia.
Remarks: In the absence of a lactate measurement, use MAP and clinical signs of perfusion to define shock. Standard care
includes early recognition and the following treatments within 1 hour of recognition: antimicrobial therapy and fluid loading and
vasopressors for hypotension.* The use of central venous and arterial catheters should be based on resource availability and
individual patient needs. Detailed guidelines are available for the management of septic shock in adults'” and children.>*!?

@ In resuscitation from septic shock in adults, give at least 30 ml/kg of isotonic crystalloid in adults in the first 3 hours. In

resuscitation from septic shock in children in well-resourced settings, give 20 mi/kg as a rapid bolus and up to 40-60 mVkg in the
first1 hr.

Fluid resuscitation may lead to volume overload, including respiratory failure. If there is no response to fluid loading and signs
of volume overload appear (for example, jugular venous distension, crackles on lung auscultation, puimonary oedema on
imaging, or hepatomegaly in children), then reduce or discontinue fluid administration. This step is particularly important where
mechanical ventilation is not available. Alternate fluid regimens are suggested when caring for children in resource-limited
settings®
Remarks: Crystalloids include normal saline and Ringer’s lactate. Determine need for additional fluid boluses (250-1000 ml in
adults or 10-20 ml/kg in children) based on clinical response and improvement of perfusion targets. Perfusion targets include
MAP (>65 mmHg or age-appropriate targets in children), urine output (>0.5 ml/kg/hr in adults, 1 ml/kg/hr in children), and
improvement of skin mottling, capillary refill, level of consciousness, and lactate. Consider dynamic indices of volume
responsiveness to guide volume administration beyond initial resuscitation based on local resources and experience.'” These
indices include passive leg raises, fluid challenges with serial stroke volume measurements, or variations in systolic pressure,
pulse pressure, inferior vena cava size, or stroke volume in response to changes in intrathoracic pressure during mechanical
ventilation.

Starches are associated with an increased risk of death and acute kidney injury vs. crystalloids. The effects of gelatins are less
clear, but they are more expensive than cyrstalloids.’'*> Hypotonic (vs. isotonic) solutions are less effective at increasing
intravascular volume. Surviving Sepsis also suggests albumin for resuscitation when patients require substantial amounts of
crystalloids, but this conditional recommendation is based on low-quality evidence.'”

% Administer vasopressors when shock persists during or after fluid resuscitation, The initial blood pressure target is MAP 265
mmHg in adults and age-appropriate targets in children.



Application of Fluid Resuscitation in Adult Septic Shock

Sepsis-induced hypotension or lactate > 4 mmol/L
(Based on SSC bundle and CMS threshold)

!

No high flow oxygen and Pneumonia or ALl with ESRD on hemodialysis
No ESRD on dialysis or CHF high flow oxygen requirements or CHF
Rapid infusion Not intubated/ Intubated/
of 30 mi/kg mechanically ventilated mechanically ventilated Total of 30 mi/kg crystalloid*
Crystalloid* with frequent reassessment of
‘ ‘ oxygenation
4 s ™~
_’ Consider | Rapid infusion
I n Sanltv intubation/mechanical »  of 30 mi/kg
ventilation to facilitate crystalloid *
30 ml/kg crystalloid *
If no
Total of 30 mi/kg with
frequent reassessment of
oxygenation *Ad 30 mi/kg crystalloid within first 3 hours

1. Continue to balance fluid resuscitation and vasopressor dose with attention to maintain tissue perfusion and minimize interstitial edema
2. Impl 1t some combination of the list below to aid in further resuscitation choices that may include additional fluid or inotrope therapy
blood pressure/heart rate response,

urine output,

cardiothoracic ultrasound,

CVP, Scv02,

pulse pressure variation

lactate clearance/normalization or

dy i such as of flow to fluid bolus or passive leg ransmg

3. Consider albumm fluid resuscitation, when large volumes of crystalloid are required to mai i ular vol

Au:ar.ule lung m;urv CHF=congestive heart failure; CMS= US Centers for Medicare and Medicaid Senvices; CVP=central venous pressure; ESRD=end stage renal disease; kg=kilograms;
yheb SevO Perior vena cava oxygen saturation

Fig. 2 This figure explores the nuancing of initial administration of 30 ml/kg crystalloid for sepsis induced hypoperfusion based on patient char-
acteristics. It also draws attention to reassessment tools following the initial fluid dose as an influence on further fluid administration or inotropic
therapy

A Users’ Guide to the 2016 Surviving Sepsis Guidelines
Dellinger RP, Schorr CA, Levy MM. Crit Care Med 2017; 45(3): 381-385



