JIOKITMHUYECKHE XUPYPIUUECKUE
MCCJIeAOBAHUS: IPOOJIEMEBI U
[IEPCIIEKTUBBI

AnypoB Muxann BiraguMupoBuu
Benyumimni Hay4dHbIM COTPYAHUK OTAEIIA
JKCriepuMeHTalibHON xupypruu HUN knmanydeckon

XUPYPTUH, 1.M.H.
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REVIEW

Limits to clinical trials in surgical areas

Marco Kawamura Demange,' Felipe Fregni"

'Orthopaedics and Traumatology, Faculdade de Medicina da Universidade de Sao Paulo, Sdo0 Paulo, Sdo Paulo, Brasil. "Harvard Medical School -

Randomized clinical trials are considered to be the gold standard of evidence-based medicine nowadays. However,
it is important that we point out some limitations of randomized clinical trials relating to surgical interventions.

EM] VOLUME 324 15 JUNE 2002 bmj.com

Randomised trials in surgery: problems and

possible solutions Some aspects of surgery present special
Peter McCulloch, Irving Taylor, Mitsuru Sasako, Bryony Lovett, Damian Griflin difficulties for randomised trials

Annals of

SURGICAL ONCOLOGY

OFFICIAL JOURNAL OF THE 30CIETY OF SURGICAL ONCOLOGY

Ethical Issues of Participant Recruitment in Surgical Clinical
Trials

The nature of clinical trials in surgery raises ethical

issues that are different from those outside of surgery.
Peter Angelos, MD, PhD, FACS
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Modulating Portal Hemodynamics With Vascular Ring Allows Efficient
Regeneration After Partial Hepatectomy in a Porcine Model

Bucur, Petru O ; Bekheit, Mohamed; Audebert, Chloe; More
Annals of Surgery. 268(1):134-142, July 2018.

To investigate safety and efficacy of temporary portal hemodynamics modulation with a novel percutaneously
adjustable vascular ring (MID-AVR) onto a porcine mode/ of 75% hepatectomy.

Abstract ¥r Favorites [ PDF © Get Content & Permissions

_) Stem Cell Mobilization Is Lifesaving in a Large Animal Preclinical Model of Acute

Liver Failure

Ahmadi, Ali R.; Chicco, Maria; Wesson, Russell N.; More
Annals of Surgery. 268(4):620-631, October 2018.

Acute liver failure (ALF) affects 2000 Americans each year with no treatment options other than liver
transplantation. We showed previously that mobilization of endogenous stem cells is protective against ALF in
rodents. The objective of this study was to assess whether stem cell mobilizing drugs are lifesaving in a large

Abstract ¥ Favorites PDF © Get Content & Permissions

() A Novel Large Animal Model of Acute Respiratory Distress Syndrome Induced by

Mitochondrial Products



: Colorado State University
SURGICALRESEARCH Sta

LABORATORY

Large and Small Animal Models

17 . Orthopaedic

» Bone healing studies

« Internal fixation implant testing

« External fixation implant testing

 Allograft, autograft and xenograft testing

» Osteochondral defect/cartilage regeneration

Spine
o Lumbar interbody fusion
» Posterolateral intervertebral fusion - PLIF

» Cervical fusion !
» Vertebroplasty The SRL provides the university, private and corporate researchers with a state-of-the-art laboratory
dedicated to professional service, research efficiency and cutting edge technologies.

e Laminectomy

Soft Tissue
» Wound reconstruction/healing
» Urogenital implants
» Laparoscopic surgery

Osteoporosis
 Nutritional studies
» Hormonal studies
» Laparoscopic ovariectomy
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GUIDANCE DOCUMENT

General Considerations for Animal Studies
for Cardiovascular Devices - Guidance for
Industry and FDA Staff

JULY 2010

B. Study Assurances

FDA recognizes that, for various reasons, use of a GLP facility may not be possible, such as

when a highly specialized skill set of investigators is only available at a particular non-GLP

facility. In these situations, FDA recommends that you provide a complete rationale for

the selection of the test site, and that you follow the highest levels of oversight, record-
keeping, and reporting. FDA also recommends that you hire an independent auditor so

that impartial quality assurance is provided.



I[OKHPIHH'—IGCKH@ XUPYPIHNICCKHUC NCCIICTOBAHMNA

1. Mmra"nTauust HOBBIX MEIMIIMHCKUX YCTPOMCTB JUIsl XUPYPIrUU:

- IPEJIPETUCTPAITMOHHBIC UCCIIEAOBAHUS (pEeaKIus opraHu3Ma Ha
UMILUIAaHTUPYEMOE YCTPOKCTBO)

- MIOCTPETUCTPALIMOHHBIC UCcIeoBaHus ((yHKIIMOHUPOBAHUE
UMILIAaHTUPOBAHHOTO YCTPOMCTBA)

2. MopaenupoBaHHU€e NAaTOJOTMYECKUX MTPOLECCOB C LEJIbIO Pa3padOTKU
HOBBIX CLIOCOOOB IMArHOCTUKHU U XUPYPrUUECKOTO JICUCHUS

- UccaeaoBaHue 3POEKTUBHOCTH HOBBIX YCTPOUCTB B YCIOBUSX
MOJIEJIU MaTOJIOTHYECKOI0 Iporecca

3. Cosznmanue mopeaeH pa3IMIHbIX 3a00€BaHUHN JJI APYTUX
MEIUNUHCKUX CIIEUAJIMCTOB U UCCIea0Bareleu

4. HccnemoBaHus, CBA3aHHBIC C TPAHCIUIAHTAIIMEW OPraHOB,
3aMelleHreM UX QYHKIUN W MPOTE3UPOBAHUEM TKAHEH



Management of
Animal Care and Use

Programs in Research, Ch apte r 34 Su rgery

Education, and Testing

SECOND EDITION

I P e Authors

Sl Randall R. Clevenger, Jan Bernal, Michael Talcott, Teresa R. Gleason, Tracie Rindfield,
Robert H. Weichbrod and Robert F. HO'yt, Jr.

Gail A. (Heidbrink) Thompson
John N. Norton

The role of a surgical facility manager (SFM) within a laboratory animal
surgical facility, or surgery department, has changed significantly over the
past 1520 vears. Historically. because of their advanced tramning and
experience, veterinarians were usually involved in managing surgical
tacilities 1n a research environment. However, in recent years, because of
increased veterinary animal care and use responsibilities, i some 1nstances
this has resulted in nonveterinarians assuming that role. In either case, a




Ilepconaan

Y COTpYIHHKOB JOJIKHO OBITh IIOHUMAaHHUE
BBIMOJIHAEMBIX XUPYPruueCKUX OPOLEeayp U UX
KJIMHUYECKOrO 3HAYCHMSI, 3HAHUE COBPEMEHHOIO
XUPYPrU4eCcKoro 000Opya0BaHUs U aHECTE3UOJI0T Y€ CKOM

anraparypsl

COpr,Z[HI/IKI/I HOJKHBI YMCTb TBOPYCCKH MOACIINPOBATDH,

d HC KOIIMPOBATb KIIMHHUYCCKYIO CUTYAIlNIO



Opranuszanus v IJIAHUPOBAHHUE.

1. Y4yactue COTpyIHUKOB XUPYPTrHYECKOTO
MOJIPA3ACIICHUS B IIJIAHUPOBAHUU
OKCIIEPUMEHTAIILHOTO UCCIIEAOBAHUS €IIIE Ha dTare

(dbopmupoBanus 3asiBku B |ACUC

2. BBINOJIHEHNE MUJIOTHOTO MPOEKTa, KOTOPOE 00IeryaeT
CO3JaHUE MPOTOKOIa, mogaBaeMoro B IACUC, u
IIPOBEACHUE YKCIIEPUMEHTA C COOJII0ACHUEM

npuHiumna 3 R
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OOKkJtagKa oneparmoOHHOro MOJIsi CTEPUIIbHOM TJICHKON WK caldeTKon

Hcnonb30BaHUE CTEPUITBHBIX XUPYPTUUECKUX HHCTPYMEHTOB U IIEPYATOK



OcHaneHue onepanuoOHHbIX

3KCH€pI/IMeHTaJIBHaﬂ PCHTTCHOIICpAITMOHHAA



NmnianTupyemMbie MEIUIMHCKHE YCTPOUCTBA

Bopurens putma

CeTyarbelii IPOTE3 AJIs1 TEPHUOTIIIACTUKHI BHYTpUCOCYIUCTBIN CTEHT



SCIENTIFIC REPQRTS

Conventional and Specific-

Pathogen Free Rats Respond

Differently to Anesthesia and
et 12 Surgical Trauma

Published online: 28 June 2019 . . e
ublished ontine Hne Hayley L. Letson(), Jodie Morris, Erik Biros & Geoffrey P. Dobson

using rotational thromboelastometry. Health screening was outsourced to Cerberus Sciences. SPF
rats had significantly lower pulse pressure (38% decrease), arrhythmias and prolonged QTc (27%
increase) compared to conventional rats. No arrhythmias were found in conventional rats. SPF

rats had significantly higher white cell, monocyte, neutrophil and lymphocyte counts, and were
hyperfibrinolytic, indicated by EXTEM maximum lysis >15%. Independent assessment revealed
similar pathogen exclusion between colonies, with the exception of Proteus in SPF animals. Returning
to a conventional facility restored normal host physiology. We conclude that SPF animals displayed
an abnormal hemodynamic, hematological and hemostatic phenotype in response to anesthesia

and surgery, and provide a number of recommendations to help standardize research outcomes and
translation.



Surgical and Anesthetic Record

(Large Animal)

Protocol Information nformation
Protocol #:: LR:
Species Surgeon:
Animal ID #: Assistant Surgeon:
Animal Name Anesthetist:
[ Procedure Date. Assistant:

Surgical Procedures:

Preoperative Exam, Preparation, & Physical Condition of Animal:
{Le. descride any abnonmaities and Signs of injury, Mness, kack of appette. dianmes, efc )

Baseline Values Preoperative items Times
Wit (kg)- IV catheter: Surgery Start Time:
HR: Endotracheal tube size: Su End Time:
RR: Ointment placed in eyes: Time Retumed to Cage:
Temp: Supplemental heat supphed:
PERIOPERATIVE TREATMENTS
Time D

Dose {mgrkg)

Dose {ml or other)

Route

MONITORING PARAMETERS & TREATMENTS DURING SURGERY

The following parameters, at a minimum (or as descnbed in the approved IACUC protocoi) must be recorded every 15
minutes starding from administration of the pre-anesthetic. throughout surgery. and continued unti animal is recovered from

the anesthesia.
% End Mucous : Fluids

Time | Anesthetic | Tidal | HR | RR | &% | Membranes | ANEShetic | e out | Temp Comments
Gas CO; e rpey admisisterd)




Surgical and Anesthetic Record

(Rodent)

Protocol Information

~FPersonnel Information

Protocol #:

Lead Researcher:

Species:

Surgeon:

Procedure Date:

Surgical Procedure(s):

MONITORING PARAMETERS & TREATMENTS DURING SURGERY

The following parameters, at a minimum (or as described in the approved IACUC protocol) must be recorded. (Note: if isoflurane is only drug that is used, animal
weight does not need to be recorded. Please make note of any re-dosing of drug.)

Animal
1D

Weight

Anesthetic Name

Dosage
(mg/kg)
(For gas -
use %)

Dosage
(mg/animal)

Analgesic Name

Dosage
(mg/kg)

Comments
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AMRIVE

The ARRIVE Gudelnes Checklist
Animal Research: Reporting In Vivo Experiments

Carod Kikenny', Willism . Browne®, Innee C Cuthil®, Michasl Emerzon® and Douglas G Altman®™

’mwmmmm}mmmmmm
Soanod, Univorsily of Eriséal Eriséal LK, " Sohool of Biological So

Sofances,
insoute, impanial Codage London, L, “Cantra for Statshics in Medicing, Unidversity of Qidford, Oitond L.

ITEM RECOMMENDATION

1

Provide as accurate and concise a description of the content of the article
as possibie.

Anvimais in Resoarch, Landon, L, “Sohood of Vaharnany
Lindversity of Sristol, Sristol, U, “Natonal Haart and Lung

Provide details of:

a. Housing (type of facility ».g. specific pathogen free [SPFL type of cage or
housing; badding material; nuember of csge companions; tank chaps and
material etc. for fish).

b Husbandry conditions (e.g. breeding progmmme, lightidark oycle,
tomperature, quality of water atc for fish, type of food, scosss to food
and water, snvironmental anrichmeant).

. Wealfare-related assssements and interventions that ware carred out
priar to, during, or after the expariment.

INTRODUICTION
Background

3

Provide an sccurate summary of the background, research objectives,
including details of the spedies or strain of animal used, key methods,
principal findings and conclusions of the study.

a. Include sufficient sdientific background (including milevant referenoss to
pravious work) to undsretand the motivation and contest for the study,
and explain the axperimantal approach and rationads.

b Explain how and why the animal species and mode| being used can
address the sclentific objectives and, where appropriate, the study's
relevances to human biology.

METHODS
Ethical statement

-]

Clearly describe the primary and any sscondary obfectives of the study, or
spacific hypothesss baing tected.

indicats the naturs of the sthical review parmiscione. relevant losnces (e.g
Animal [Sclentific Procedures] Act 1988], and national or Institutional
guidalines for the care and use of animals, that cover the ressarch.

Btudy design

For sach axperdment, give brief detals of the study design inchuding:

a. The nsmber of experimeantal and control groups.

b dny steps taken to minimise the effects of subjective blas whan
allecating animals to treatment (s.g. randomisation procedure) and when
assessing results (e.g. if done, describe who woas blinded and when)

@. Tha axpadmantal unit (8.0 & singls animal, group or cage of animals).

A tme-line disgram or flow chart can be useful to illustrate how complax

study designs ware carried out.

procedimes

For aach axperdment and each espeimantal group, including controls,

provide precise details of all procedures camied out. For exampla:

a. How (e.g. drug formulation and doss, se and route of administration,
srmesthesia and anaigesia used [including monitoring], surgical
procedurs, method of euthanasial. Provide details of any specialist
equipmant vsed, including suppliens).

b When [eg. time of dayl.

o. Where (p.g. home cape, laboratory, water maze).

d Why (e.g rationals for cholos of spacific anassthetic, route of
administration, drug doss used).

Experimental

a. Provide details of the animals used, including spadies, strain, sex,
developmental stage fo.g. mean or median ags plus age renge) and
waight [e.g. mean or median weight plus weight range).

. Provide further relevant information such as the source of ankmals,
intemational strain nomendiature, genetic modification status (s.g.
knock-out or transgenic), genaotype, health/immune status, drug or test
naive, pravious procedures, atc.

a. Spacify the total rumber of animals wsed in each expedment, and the
numbsar of animals in each expedmeantal group.

k. Explain how the number of animals was arrived at. Provide details of smy
sample size calculation wsed.

a. Indicate the number of indepandent replications of esch axpedment, i
ralevant.

Alloeating 11
animals to

groups

a. Give full detalls of how animale wers allocated to sspsrimental groupe,
including randomisation or matching if done.

. Desoribe the crder in which the animals in the different expedmental
proups ware treated and sssessed.

ouicomen

Clearty dafine the primary and secondary exparimental outoomes sssessed
{e.g. onll death, molecular markers, behaviowsl changes).

Statintical 13 a. Provide details of the statistical methods wesd for sach anabysis.
methods b. Specify the unit of analysis for sach datasat ja.g. single animal, group of
animals, singls newan].
a. Dasarbe any methods used to assess whether the data mat the
assumptions of the statistical approsch.
RESULTS
Baneline data 14 For aach expedmental group, report relevant charactedstios and health
startus of animals (8.9 weight, microbiological statws, and drug or test nafee)
prior to trestment or testing. (This informartion can often be tnbulated).
Humbers 15 a. Report the number of animals in sach group included in each analysis.
analyoed Report absolute numbens (0.5 10020, not 50% 7L
b i any animals or dats were not incleded in the snalyeis, explain why.
Cruteomes and 18 Rapart the recults for sach anabysis carmisd out, with & massure of precision
estimation {e.g. standard eeror or confidence imtervall.
Adverne events 17 a. Give details of all Important sdverse svents in ssch experimental growp.

DASCUSSION

Interpretation’ 18
-

b Do ribe any modifications to the axperimental protocols made to
reduce adverss events.

a. Interprat the results, taking into acoount the stsdy objsotives and
hypatheess, currant theary and other relevant studise in thes itsrasture.

b Commant on the study limitations including any potential sources of biss,
ary i'nl'r.uﬁgnl.ufﬂ'umln'ulrrmdul, and the imprecision associated with
the results”.

a. Desardbe any implcations of your axperimental methods or findings for
the replacement, refinement or reduction (the 3Rxs) of the use of animals
in resoarch.

tranalation

Comment on whether, and how, the findings of this study are ikely to
translate to other spedies or systems, inoluding any relevance to human

bialogy.

List all funding sources (including grant number} and the role of the
funderie) in the study.




Pe3iome

Ha cerogHsimHun 1eHb, HECMOTPS HA BHICOKYIO
OTPEOHOCTh, B OOJIBIINHCTBE KOHBCHIIMOHAIBHBIX
BHUBAPHEB BO3MOXKHO IIPOBEJICHUE OUYEHD
OIPAHUYECHHOTO YHCJIA XUPYPTrUYECCKUX UCCIICTOBAHUI.
K HUM MOXXHO OTHECTHU, U TO YCIOBHO, TOJILKO OCTPbIE

SKCIICPUMCHTDI C UCITOJIb30OBAHUCM I'PBI3YHOB.



ConyrcTByromue npoodjieMbl
OTCyTCTBHE KCIIEPUMEHTAIBHBIX J1a00paTOPHid
JUIs IPOBEACHUS XUPYPruueCKUX UCCIICIOBAHUM
HaJJICKAIIEr0 YPOBHS HOPOXKIACT IPOOIEMBEL,
BBIXOJIAIIME 32 PAMKH COOCTBEHHO MCCIICIOBAHUM.
Co3maroTcs allbTepHATUBHBIC IIJIOLIAAKHA HE

KOHTPOJIUPYEMBIX UCCIEIOBAHUN U TPEHUHTOB.



IlepcniekTUBBI

CornacHo nmocieqaeMy ananu3y Evaluate Ltd, mupoas orpacib
MEIUITTHCKUX YCTPOMCTB OyJET paCTH B COBOKYITHOM I'OZIOBOM TEMIIC Ha

5,6%, nocturuet 595 Mmummuapa0B qoapoB kK 2024 1.

OO0mue pacxo/ipl HA UCCIEAO0BAaHUS U pa3pabOTKU B 00JIACTH
MEATEXHUKH OyayT pacTu exeroaHo Ha 4,5% u k 2024 rony cocrasst 39

MJIPJI. TOJUIAPOB.

bricTpopacTtyiye 001acTH IPOU3BOJACTBA METULIMHCKUX U3/ICITUN -
KapJIUOJIOTHs, IUarHOCTUYECKAs BU3yaJIU3alusl, OPTONEIus,
o TanbMOJIOTHs, 00IIas 1 IUIACTUYECKask XUPYPIus, SHA0CKOIIHS,

J0CTaBKa JIEKapCTB, HEBPOJIOTHS U HEUPOXUPYPIus, JIeueHue quadeTa



UNIKLINIK inik fir Allgemein-,
'm“IAACHEN Viszeral- und
Transplantationschirurgie




Pe3yabTaThl COTPYAHUYECTBA

80 coBMeCTHBIX IKCIEPUMEHTAJILHBIX IPOCKTOB
17 nuccepranmii
0/ nyoaukanuii

38 uccaenoarenbekux rpantos (DFG, INTAS,

MeIUIUHCKUE U (hapMaKOJOrH4ecKrue KOMIIAHUM)



UccienoBanne UMILVIAHTHPYEMBIX OMOMATEPHAJIOB

[enTpanbHbIN pa3pbiB IPOTE3a OKcuaaTUBHOE MOBPEKICHNUE BOJIOKHA

Hernia
DOI 10.1007/s10029-013-1197-1

| CASE REPORT

Central rupture and bulging of low-weight polypropylene mesh
following recurrent incisional sublay hernioplasty

M. Zuvela - D. Galun - A. Djurié-Stefanovi¢ -
L. Palibrk - M. Petrovié¢ - M. Miliéevié¢
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N3yuyeHnne paHHUX OMOMAPKEPOB MIIEMHUY€CKOT0 MOBPEKICHUS
KHIIKHU MPUA CTPAHTYJIAMUOHHONA HENPOXOAMMOCTH

[-FABP, ngfml

Least Squares Means (some means not estimable)
Current effect: F{12, 59)=4.9724_ p=.00001
Effectve hypothesis decomposition
Vertical bars denote 0,95 confidence intervals
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