Ceépartnerdql

Certificate number: 2022-IVDD/CE382

Certificate of CE-Notification

This is to certify that, in accordance with the In Vitro Diagnostic Medical Device Directive
98/79/EC, CEpartner4U BV agrees to perform all duties and responsibilities as the
Authorized Representative for

Monocent Inc.
9237 Eton Ave.,
Chatsworth, CA 91311
United States

as stipulated and demanded by the aforementioned Directive. The Dutch Competent
Authorities have accepted the manufacturer’'s medical device registrations by CEpartner4U
as listed on the product list attached to the manufacturer’s
Declaration of Conformity:

IVD devices were registered with the Dutch Competent Authority with

registration number:

IVD Devices groups: Registration number:

CLIA Test Kits NL-CA002-2020-50897
ELISA Test Kits NL-CA002-2020-50898
IFA Test Kits NL-CA002-2020-50899
Instruments NL-CA002-2020-50900
PCR Test Kits NL-CA002-2020-50901
Rapid Tests NL-CA002-2020-50902
Serology Test Kits NL-CA002-2020-50903

see appendix

The manufacturer has provided CEpartner4U with all necessary documentation,
together with an appropriate Declaration of Conformity that the IVD medical devices
fulfil the essential requirements of Directive 98/79/EC.

Issue date: 2022-10-31 This Certificate of CE-Notification is valid until May 26, 2025

R. ﬁm

Sr. Sultant CEpartner4U BV
Digitally signed by Monastirschii Viorica lI
Date: 2023.04.06 15:29:55 EEST |
Reason: MoldSign Signature
Location: Moldova

Esdoornlaani3

SN 3951 DB Maarn NL
l el: +31 (0)343 442 524
¥ www.cepartner4u.ni
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Appendix
List of devices.
CLIA Device Group Ref. No. IVDD IVDR GMDN First
Risk class | Risk class | code CE-marking
Allergy Assays
IgE CL3-5055 Low Risk 30275 2020-04-14
Thyroid Assays
T3 CL3-5028 Low Risk 30312 2020-04-14
T4 CL3-5029 Low Risk 30314 2020-04-14
TSH CL2-5030 Low Risk 30318 2020-04-14
T3 Uptake CL3-5072 Low Risk 30313 2020-04-14
FT3 CL3-5026 Low Risk 30309 2020-04-14
FT4 CL3-5027 Low Risk 30308 2020-04-14
Tg (Thyroglobulin) CL3-5073 Low Risk 30490 2020-04-14
TBG CL3-5074 Low Risk 30316 2020-04-14
Anti-Tg CL3-5075 Low Risk 30490 2020-04-14
Anti-TPO CL3-5076 Low Risk 30317 2020-04-14
Ultra-Sensitive TSH CL2-5077 Low Risk 30318 2020-04-14
Fertility Assays
LH CL3-5006 Low Risk 38965 2020-04-14
FSH CL3-5004 Low Risk 30322 2020-04-14
Prolactin CL3-5008 Low Risk 30325 2020-04-14
hCG CL2-5005 Low Risk 30513 2020-04-14
AMH CL3-5069 Low Risk 43148 2020-04-14
Beta hCG CL2-5055 Low Risk 30332 2020-04-14
HGH CL3-5007 Low Risk 30333 2020-04-14
PAPP-A CL3-5068 Low Risk 31533 2020-04-14
Diabetes Assays
Insulin CL2-5003 Low Risk 30338 2020-04-14
C-peptide CL2-5002 Low Risk 30336 2020-04-14
Tumor Markers Assays
AFP CL3-5031 Low Risk 30295 2020-04-14
CEA CL3-5036 Low Risk 30288 2020-04-14
Free Beta hCG CL2-5037 Low Risk 30333 2020-04-14
Beta 2 Microglobulin CL2-5032 Low Risk 30296 2020-04-14
NSE CL2-5039 Low Risk 30301 2020-04-14
CA-12-5 CL3-5034 Low Risk 30283 2020-04-14
CA-19-9 CL2-5035 Low Risk 30280 2020-04-14
CA-15-3 CL2-5033 Low Risk 30279 2020-04-14
Ferritin CL3-5001 Low Risk 30377 2020-04-14
Cyfra21-1 CL2-5079 Low Risk 44431 2020-04-14
Pro-GRP CL2-5080 Low Risk 44438 2020-04-14
PAP CL2-5081 Low Risk 34226 2020-04-14
Steroid Assays
Progesterone CL3-5021 Low Risk 30294 2020-04-14
Estradiol CL3-5016 Low Risk 30321 2020-04-14
Testosterone CL3-5022 Low Risk 30327 2020-04-14
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CLIA Device Group Ref. No. IVDD IVDR GMDN First

Risk class | Risk class | code CE-marking
Free Testosterone CL9-5023 Low Risk 30327 2020-04-14
Testosterone (Saliva) CL9-5025 Low Risk 30327 2020-04-14
5a-Androstane-3a, 17b-diol Glucuronide (3a- Diol G) CL9-5009 Low Risk 31533 2020-04-14
17 OH Progesterone CL3-5010 Low Risk 30324 2020-04-14
Androstenedione CL3-5070 Low Risk 30319 2020-04-14
Aldosterone CL3-5011 Low Risk 31428 2020-04-14
Cortisol CL3-5012 Low Risk 31394 2020-04-14
DHEA CL3-5013 Low Risk 39894 2020-04-14
DHEA-S CL3-5014 Low Risk 39894 2020-04-14
uE3 CL3-5041 Low Risk 30330 2020-04-14
Estriol (Saliva) CL9-5018 Low Risk 30329 2020-04-14
Estrone (Saliva) CL9-5019 Low Risk 33293 2020-04-14
Estrone CL3-5020 Low Risk 33293 2020-04-14
Plasma Renin Activity (PRA) CL9-5024 Low Risk 43444 2020-04-14
SHBG CL3-5071 Low Risk 30326 2020-04-14
Procalcitonin CL3-5067 Low Risk 12069016 |2020-04-14
Infectious Disease Assays
Digoxin CL3-5059 Low Risk 30386 2020-04-14
hs-CRP CL2-5060 Low Risk 30499 2020-04-14
CK-MB CL3-5061 Low Risk 30499 2020-04-14
Myoglobin CL3-5062 Low Risk 30264 2020-04-14
cTnl CL2-5063 Low Risk 30266 2020-04-14
Bone Metabolism
ACTH CL3-5017 Low Risk 39005 2020-04-14
Calcitonin CL3-5064 Low Risk 30342 2020-04-14
PTH CL3-5065 Low Risk 30353 2020-04-14
Vitamin D CL3-5066 Low Risk 30350 2020-04-14
Autoimmune Disease
Cardiolipin IgA CL2-5051 Low Risk 30475 2020-04-14
Cardiolipin IgG CL2-5052 Low Risk 30475 2020-04-14
Cardiolipin IgM CL2-5053 Low Risk 30475 2020-04-14
ds-DNA CL2-5054 Low Risk 30458 2020-04-14
RF IgM CL2-5114 Low Risk 30500 2020-04-14
B2GP1 IgA CL2-5115 Low Risk 30478 2020-04-14
B2GP1 IgG CL2-5116 Low Risk 30478 2020-04-14
B2GP1 IgM CL2-5117 Low Risk 30478 2020-04-14
Thyroglobulin IgG CL2-5118 Low Risk 30315 2020-04-14
Anti-CCP CL2-5119 Low Risk 44202 2020-04-14
Anemia Assays
Folate CL3-5056 Low Risk 30378 2020-04-14
Vitamin B12 CL3-5057 Low Risk 30384 2020-04-14
Transferrin Soluble Receptor (sTfR) CL3-5058 Low Risk 30253 2020-04-14
NeoNatal Assays
Neonatal TSH CL2-5078 Low Risk 30310 2020-04-14
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CLIA Device Group Ref. No. IVDD IVDR GMDN First

Risk class | Risk class | code CE-marking
Infectious Disease Assays
H. pylori IgA CL2-5048 Low Risk 30691 2020-04-14
H. pylori IgG CL2-5049 Low Risk 30691 2020-04-14
H. pylori IgM CL2-5050 Low Risk 30691 2020-04-14
H. pylori IgG (Quantitative) CL2-5082 Low Risk 30691 2020-04-14
H. pylori Antigen CL2-5083 Low Risk 30691 2020-04-14
EBV VCA IgA CL2-5084 Low Risk 30809 2020-04-14
EBV VCA IgG CL2-5085 Low Risk 30809 2020-04-14
EBV VCA IgM CL2-5086 Low Risk 30809 2020-04-14
EBV EA-D IgA CL2-5087 Low Risk 30809 2020-04-14
EBV EA-D IgG CL2-5088 Low Risk 30809 2020-04-14
EBV EA-D IgM CL2-5089 Low Risk 30809 2020-04-14
EBNA IgA CL2-5090 Low Risk 30808 2020-04-14
EBNA IgG CL2-5091 Low Risk 30808 2020-04-14
EBNA IgM CL2-5092 Low Risk 30808 2020-04-14
Measles IgG CL2-5093 Low Risk 44019 2020-04-14
Measles IgM CL2-5094 Low Risk 44019 2020-04-14
VZV IgG CL2-5095 Low Risk 44027 2020-04-14
VZV IgM CL2-5096 Low Risk 44027 2020-04-14
Mumps 1gG CL2-5097 Low Risk 33908 2020-04-14
Mumps IgM CL2-5098 Low Risk 33908 2020-04-14
Dengue IgG CL2-5099 Low Risk 32481 2020-04-14
Dengue IgM CL2-5100 Low Risk 32481 2020-04-14
HSV 1/2 IgG CL2-5101 Low Risk 40176 2020-04-14
HSV 1/2 IgM CL2-5102 Low Risk 40176 2020-04-14
HSV 1 IgA CL2-5103 Low Risk 38870 2020-04-14
HSV 1 1gG CL2-5104 Low Risk 38870 2020-04-14
HSV 1 IgM CL2-5105 Low Risk 38870 2020-04-14
HSV 2 IgA CL2-5106 Low Risk 38875 2020-04-14
HSV 2 1gG CL2-5107 Low Risk 38875 2020-04-14
HSV 2 IgM CL2-5108 Low Risk 38875 2020-04-14
ELISA Device Group Ref. No. IVDD Risk | IVDR Risk | GMDN First

class class code CE-marking
Allergy
Total Human IgE Et;:iggg Low Risk 30275 2020-04-14
Human Specific 1gG EL15-1001 |Low Risk 44211 2020-04-14
Human Specific 9G4 EL15-1002 |Low Risk 44211 2020-04-14
Histamine EL30-1003 |Low Risk 30274 2020-04-14
Anemia
Vitamin B12 EL1-1007 Low Risk 30384 2020-04-14
Folate EL1-1005 Low Risk 30378 2020-04-14
sTfR-Transferrin Soluble Receptor EL3-1006 Low Risk 30253 2020-04-14
Ferritin EL1-1004 Low Risk 30377 2020-04-14
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ELISA Device Group Ref. No. IVDD Risk | IVDR Risk | GMDN First

class class code CE-marking
Hepcidin EL1-1008 Low Risk 12070190 |2020-04-14
Autoimmune Disease
Anti-CCP EL2-1011 Low Risk 44202 2020-04-14
Anti-CP 1gG EL20-1288 | Low Risk 44202 2020-04-14
Beta 2 Glycoprotein 1 IgA EL2-1017 Low Risk 30478 2020-04-14
Beta 2 Glycoprotein 1 1gG EL2-1018 Low Risk 30478 2020-04-14
Beta 2 Glycoprotein 1 IgM EL2-1019 Low Risk 30478 2020-04-14
Anti-Tissue Transglutaminase 1gG EL20-1015 |Low Risk 44385 2020-04-14
Anti-Tissue Transglutaminase IgA EL20-1014 |Low Risk 44385 2020-04-14
ANA Screen IgG EL1-1009 Low Risk 30454 2020-04-14
ENA IgG Profile-6 EL10-1024 |Low Risk 30455 2020-04-14
ENA Screen IgG EL20-1025 |Low Risk 30455 2020-04-14
Rheumatoid Factor (RF) IgA EL15-1034 |Low Risk 30500 2020-04-14
Rheumatoid Factor (RF) IgG EL15-1035 |Low Risk 30500 2020-04-14
Rheumatoid Factor (RF) IgM EL2-1038 Low Risk 30500 2020-04-14
SM/RNP 1gG EL1-1040 Low Risk 30464 2020-04-14
Sm IgG EL1-1041 Low Risk 17276 2020-04-14
Jo-11gG EL21-1029 |Low Risk 30461 2020-04-14
Scl-70 1gG EL1-1039 Low Risk 30463 2020-04-14
SS-A (Ro) EL1-1042 Low Risk 44202 2020-04-14
SS-B (La) EL1-1043 Low Risk 44202 2020-04-14
dsDNA EL1-1023 Low Risk 30458 2020-04-14
Cardiolipin IgG EL1-1021 Low Risk 30475 2020-04-14
Cardiolipin IgM EL1-1022 Low Risk 30475 2020-04-14
Cardiolipin IgA EL1-1020 Low Risk 30475 2020-04-14
Cardiolipin Total Ab EL1-1044 Low Risk 30475 2020-04-14
Mitochondrial Antibody (MA) EL1-1031 Low Risk 30476 2020-04-14
Thyroglobulin Antigen (Anti-Tg) EL3-1016 Low Risk 30315 2020-04-14
PR3 (c-ANCA) EL20-1033 |Low Risk 30484 2020-04-14
ANCA screen IgG EL10-1010 |Low Risk 30483 2020-04-14
MPO, Myeloperoxidase (p-ANCA) EL20-1032 |Low Risk 30483 2020-04-14
Gliadin 1I9G EL36-1026 | Low Risk 30480 2020-04-14
Gliadin IgA EL36-1027 | Low Risk 30480 2020-04-14
TPO EL1-1012 Low Risk 30317 2020-04-14
Anti-Phospholipids Screen EL20-1013 |Low Risk 30582 2020-04-14
ASMA EL29-1302 |Low Risk 30274 2020-04-14
Beta-2-Glycoprotein IgA EL2-1017 Low Risk 30478 2020-04-14
Beta-2-Glycoprotein 1gG EL2-1018 Low Risk 30478 2020-04-14
Beta-2-Glycoprotein IgM EL2-1019 Low Risk 30478 2020-04-14
Tumor markers
Prostatic Acid Phosphatase (PAP) EL2-1289 Low Risk 34226 2020-04-14
Beta-2-Microglobulin EL2-1277 Low Risk 30296 2020-04-14
AFP (Alpha Fetoprotein) EL1-1276 Low Risk 43480 2020-04-14
CEA EL1-1283 Low Risk 30288 2020-04-14
CA-15-3 EL1-1279 Low Risk 30279 2020-04-14
CA-12-5 EL1-1278 Low Risk 30283 2020-04-14
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ELISA Device Group Ref. No. IVDD Risk | IVDR Risk | GMDN First

class class code CE-marking
CA-19-9 EL1-1280 Low Risk 30280 2020-04-14
NSE EL2-1286 Low Risk 30301 2020-04-14
Free Beta HCG EL1-1284 Low Risk 30333 2020-04-14
Pro-GRP (Gastrin-Releasing Peptide) EL2-1290 Low Risk 44438 2020-04-14
Chromogranin A EL1-1281 Low Risk 30289 2020-04-14
HE4 EL1-1306 Low Risk 30289 2020-04-14
Cyfra21-1 EL2-1034 Low Risk 30289 2020-04-14
Bone Metabolism
Intact PTH EL3-1048 Low Risk 30353 2020-04-14
25-OH Vitamin D EL1-1045 Low Risk 30350 2020-04-14
ACTH EL3-1046 Low Risk 39005 2020-04-14
Cardiac
Digoxin EL3-1051 Low Risk 30386 2020-04-14
CK-MB EL3-1050 Low Risk 30499 2020-04-14
Troponin | EL1-1054 Low Risk 30266 2020-04-14
Myoglobin EL6-1053 Low Risk 30264 2020-04-14
C-Reactive Protein (CRP) EL1-1049 Low Risk 30499 2020-04-14
Diabetes
Insulin EL1-1058 Low Risk 30338 2020-04-14
C-peptide EL1-1055 Low Risk 30336 2020-04-14
Leptin EL9-1059 Low Risk 12069017 | 2020-04-14
Adiponectin EL9-1056 Low Risk 12069017 |2020-04-14
(IGFBP-1) Insulin-Like Growth Factor Binding Protein-1 EL9-1057 Low Risk 42852 2020-04-14
Anti-GAD EL8-1060 Low Risk 30340 2020-04-14
IAA EL8-1061 Low Risk 30339 2020-04-14
IGF-1 EL8-1062 Low Risk 30361 2020-04-14
Pro-Insulin EL1-1063 Low Risk 42852 2020-04-14
Fertility
Human Growth Hormone (HGH) EL1-1083 Low Risk 30333 2020-04-14
hCG Visual EL6-1082 Low Risk 30513 2020-04-14
Beta hCG (Total) EL2-1078 Low Risk 30332 2020-04-14
FSH EL1-1080 Low Risk 31533 2020-04-14
LH EL1-1084 Low Risk 38246 2020-04-14
Prolactin EL1-1086 Low Risk 30325 2020-04-14
PAPP-A EL3-1085 Low Risk 31533 2020-04-14
SHBG EL3-1261 Low Risk 30326 2020-04-14
AMH EL3-1079 Low Risk 43148 2020-04-14
hCG EL1-1081 Low Risk 30332 2020-04-14
Sperm Ab EL8-1087 Low Risk 30486 2020-04-14
Infectious Diseases
Adenovirus 1gG EL15-1102 |Low Risk 39468 2020-04-14
Adenovirus IgA EL15-1101 |Low Risk 39468 2020-04-14
Adenovirus IgM EL15-1103 |Low Risk 39468 2020-04-14
Influenza A IgA EL15-1365 |Low Risk 39463 2020-04-14
Influenza A IgG EL15-1366 |Low Risk 39463 2020-04-14
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ELISA Device Group Ref. No. IVDD Risk | IVDR Risk | GMDN First

class class code CE-marking
Influenza A IgM EL15-1367 |Low Risk 39463 2020-04-14
Influenza B IgA EL15-1368 |Low Risk 39463 2020-04-14
Influenza B 1gG EL15-1369 |Low Risk 39463 2020-04-14
Influenza B IgM EL15-1370 |Low Risk 39463 2020-04-14
Chikungunya IgG EL4-1114 Low Risk 32481 2020-04-14
Chikungunya IgM EL4-1113 Low Risk 32481 2020-04-14
COVID-19 IgA EL45-1373 | Low Risk 42994 2020-04-14
COVID-19 IgG EL1-1360 Low Risk 42994 2020-04-14
COVID-19 IgM EL1-1361 Low Risk 42994 2020-04-14
COVID-19 IgG EL36-1360R | Low Risk 42994 2020-04-14
COVID-19 IgM EL36-1361R | Low Risk 42994 2020-04-14
COVID-19 I1gG EL45-1360 |Low Risk 42994 2020-04-14
COVID-19 IgM EL45-1361 |Low Risk 42994 2020-04-14
COVID-19 Total Ab EL45-1379 |Low Risk 42994 2020-12-06
Mycobacterium Tuberculosis (TB) IgA EL15-1317 |Low Risk 30635 2020-04-14
Mycobacterium Tuberculosis (TB) 1gG EL15-1201 |Low Risk 30635 2020-04-14
Mycobacterium Tuberculosis (TB) IgM EL15-1202 |Low Risk 30635 2020-04-14
Herpes Simplex 1 1gG (HSV1 IgA) EL2-1162 Low Risk 38870 2020-04-14
Herpes Simplex 1 1gG (HSV1 IgG) EL1-1163 Low Risk 38870 2020-04-14
Herpes Simplex 1 IgM (HSV1 IgM) EL1-1164 Low Risk 38870 2020-04-14
Herpes Simplex 2 IgG (HSV2 IgG) EL1-1165 Low Risk 38875 2020-04-14
Herpes Simplex 2 IgM (HSV2 IgM) EL1-1166 Low Risk 38875 2020-04-14
Herpes Simplex 1,2 19G (HSV1,2 1gG) EL1-1167 Low Risk 40176 2020-04-14
Herpes Simplex 1,2 IgM (HSV1,2 IgM) EL1-1168 Low Risk 40176 2020-04-14
Epstein Barr Virus VCA IgA (EBV, VCA IgA) EL2-1135 Low Risk 30809 2020-04-14
Epstein Barr Virus VCA IgG (EBV, VCA IgG) EL1-1136 Low Risk 30809 2020-04-14
Epstein Barr Virus VCA IgM (EBV, VCA IgM) EL1-1137 Low Risk 30809 2020-04-14
Epstein Barr Virus Early Antigen (EA) IgM EL2-1134 Low Risk 30809 2020-04-14
Epstein Barr Virus Early Antigen (EA) 1gG EL2-1133 Low Risk 30809 2020-04-14
Epstein Barr Virus Early Antigen (EA) IgA EL2-1132 Low Risk 30809 2020-04-14
Epstein Barr Virus Nuclear Antigen (EBNA) 1gG EL2-1130 Low Risk 30808 2020-04-14
Epstein Barr Virus Nuclear Antigen (EBNA) IgM EL2-1131 Low Risk 30808 2020-04-14
Epstein Barr Virus Nuclear Antigen (EBNA) IgA EL2-1129 Low Risk 30808 2020-04-14
Measles IgG EL1-1177 Low Risk 44019 2020-04-14
Measles IgM EL1-1178 Low Risk 44019 2020-04-14
Mumps IgG EL1-1179 Low Risk 33908 2020-04-14
Mumps IgM EL1-1180 Low Risk 33908 2020-04-14
Mycoplasma pneumonia IgG EL1-1181 Low Risk 30657 2020-04-14
Mycoplasma pneumonia IgM EL1-1182 Low Risk 30657 2020-04-14
Syphilis (TPA) 1gG EL1-1195 Low Risk 30685 2020-04-14
Syphilis (TPA) IgM EL1-1197 |Low Risk 30685 2020-04-14
Legionela urine Ag detection EL16-1175 |Low Risk 30692 2020-04-14
H. pylori I9G EL1-1140 Low Risk 30691 2020-04-14
H. pylori IgA EL1-1139 Low Risk 30691 2020-04-14
H-Pylori IgM EL1-1141 Low Risk 30691 2020-04-14
H. pylori Antigen EL2-1138, |Low Risk 30691 2020-04-14
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ELISA Device Group Ref. No. IVDD Risk | IVDR Risk | GMDN First
class class code CE-marking
EL32-1138
Varicella-Zoster 19G EL1-1209 Low Risk 44027 2020-04-14
Varicella-Zoster IgM EL1-1210 Low Risk 44027 2020-04-14
HEV IgG EL13-1156 |Low Risk 30757 2020-04-14
HEV IgM EL13-1161 |Low Risk 30758 2020-04-14
HAV Ab EL7-1142 Low Risk 30721 2020-04-14
HAV IgM EL7-1143 Low Risk 30722 2020-04-14
HDV IgG EL7-1153 Low Risk 30750 2020-04-14
HDV IgM EL7-1155 Low Risk 30752 2020-04-14
HDV Ab EL13-1315 |Low Risk 30750 2020-04-14
HDV Ag Et;sligis Low Risk 30747 2020-04-14
HTLV1+2Ab EL7-1160 Low Risk 30789 2020-04-14
Lyme Disease 1gG EL10-1171 |Low Risk 30697 2020-04-14
Lyme Disease IgM EL10-1172 |Low Risk 30697 2020-04-14
Lyme Disease 1gG, M EL10-1173 |Low Risk 30697 2020-04-14
Bordetella Pertussis IgA EL15-1110 |Low Risk 37723 2020-04-14
Bordetella Pertussis 1gG EL15-1111 |Low Risk 37723 2020-04-14
Bordetella Pertussis IgM EL15-1112 |Low Risk 37723 2020-04-14
RSV IgA EL15-1186 |Low Risk 30814 2020-04-14
RSV IgG EL15-1187 |Low Risk 30814 2020-04-14
RSV IgM EL15-1188 |Low Risk 30814 2020-04-14
Tetanus EL5-1205 Low Risk 38876 2020-04-14
Diphtheria IgG EL5-1124 Low Risk 33499 2020-04-14
Salmonella typhi IgG EL1-1193 Low Risk 30709 2020-04-14
Salmonella typhi IgM EL1-1194 Low Risk 30709 2020-04-14
Salmonella Antigen detection EL4-1192 Low Risk 30709 2020-04-14
Anthrax 1gG EL1-1105 Low Risk 32481 2020-04-14
Babesia IgG EL4-1109 Low Risk 32481 2020-04-14
Dengue IgM EL5-1127 Low Risk 32481 2020-04-14
Dengue IgG/IgM EL5-1125 Low Risk 32481 2020-04-14
Dengue IgG EL5-1126 Low Risk 32481 2020-04-14
Dengue NS1 Antigen EL4-1128 Low Risk 32481 2020-04-14
Japanese Encephalitis 1gG EL4-1169 Low Risk 44321 2020-04-14
Japanese Encephalitis IgM EL4-1170 Low Risk 44321 2020-04-14
Leprosy 1gG/IgM EL4-1176 Low Risk 32481 2020-04-14
Parvovirus B19 IgG EL30-1183 |Low Risk 40443 2020-04-14
Parvovirus B19 IgM EL30-1184 |Low Risk 40444 2020-04-14
Rotavirus (fecal) EL16-1185 |Low Risk 30815 2020-04-14
Scrub Typhus IgG EL4-1199 Low Risk 44028 2020-04-14
Scrub Typhus IgM EL4-1200 Low Risk 44028 2020-04-14
TB IgA EL15-1317 |Low Risk 30635 2020-04-14
TB IgG EL15-1201 |Low Risk 30635 2020-04-14
TB IgM EL15-1202 |Low Risk 30635 2020-04-14
Zika Virus IgG EL1-1203 Low Risk 32481 2020-04-14
Zika Virus IgM EL1-1204 Low Risk 32481 2020-04-14
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Ceépartnerdql

ELISA Device Group Ref. No. IVDD Risk | IVDR Risk | GMDN First

class class code CE-marking
West Nile IgG EL4-1211 Low Risk 42926 2020-04-14
West Nile IgM EL4-1212 Low Risk 42926 2020-04-14
Parasitology
Schistosoma IgG EL5-1227 Low Risk 30824 2020-04-14
Chagas EL5-1213 Low Risk 30820 2020-04-14
Cysticercosis IgG (T. solium) EL5-1220 Low Risk 39979 2020-04-14
Campylobacter EL16-1229 |Low Risk 33948 2020-04-14
E. coli 0157 Ag detection EL16-1232 |Low Risk 37727 2020-04-14
E. histolytica I9G (Amebiasis) EL5-1221 Low Risk 39979 2020-04-14
E. histolytica Dispar EL16-1233 |Low Risk 39979 2020-04-14
Echinococcus IgG EL5-1222 Low Risk 30822 2020-04-14
Fasciola IgG EL5-1216 Low Risk 34068 2020-04-14
Fasciola gigantica EL5-1217 Low Risk 34068 2020-04-14
Filaria IgG4 EL4-1218 Low Risk 34068 2020-04-14
Leishmania EL5-1223 Low Risk 30823 2020-04-14
Leptospira IgG EL5-1224 Low Risk 30716 2020-04-14
Leptospira IgM EL5-1226 Low Risk 30716 2020-04-14
Leptospira IgG/IgM EL5-1225 Low Risk 30716 2020-04-14
Toxocara IgG EL5-1228 Low Risk 34068 2020-04-14
Trichinella IgG EL5-1215 Low Risk 33379 2020-04-14
Ascaris 1gG EL5-1219 Low Risk 39979 2020-04-14
Strongyloides IgG EL5-1214 Low Risk 34068 2020-04-14
Crypto/Giardia Ag detection EL16-1230 |Low Risk 30675 2020-04-14
Cryptosporidium Ag detection EL16-1231 |Low Risk 30675 2020-04-14
Giardia antigen EL16-1235 |Low Risk 36173 2020-04-14
Giardia coprpantigen in stool EL5-1361 Low Risk 36173 2020-04-14
Anti-Giardia IgA ELISA in saliva EL5-1362 Low Risk 36173 2020-04-14
Entamoeba histolytica coproantigen in stool EL5-1363 Low Risk 39979 2020-04-14
Adenovirus Antigen EL16-1104 |Low Risk 41274 2020-04-14
Steroid
Aldosterone EL3-1247 Low Risk 31428 2020-04-14
Cortisol EL1-1249 Low Risk 31394 2020-04-14
Aldosterone EL3-1247 Low Risk 31428 2020-04-14
Cortisol EL1-1249 Low Risk 31394 2020-04-14
Cortisol Saliva EL9-1250 Low Risk 31394 2020-04-14
Estradiol EL1-1254 Low Risk 30321 2020-04-14
DHEA-S EL1-1251 Low Risk 30320 2020-04-14
DHEA EL3-1252 Low Risk 39894 2020-04-14
Progesterone EL1-1259 Low Risk 30323 2020-04-14
Progesterone Saliva EL9-1260 Low Risk 30294 2020-04-14
Testosterone EL1-1263 Low Risk 30327 2020-04-14
Testosterone Saliva EL9-1265 Low Risk 30327 2020-04-14
Free Testosterone EL1-1264 Low Risk 30327 2020-04-14
Androstenedione EL1-1248 Low Risk 30321 2020-04-14
Free Estriol EL1-1257 Low Risk 30330 2020-04-14
Dihydrotestosterones (DHT) EL9-1253 Low Risk 30327 2020-04-14
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ELISA Device Group Ref. No. IVDD Risk | IVDR Risk | GMDN First
class class code CE-marking
17-OH Progesterone EL1-1245 Low Risk 30324 2020-04-14
5a-Androstane-3a, 17b-diol Glucuronide (3a- Diol G) EL9-1246 Low Risk 31533 2020-04-14
Total Estrogen EL9-1255 Low Risk 38858 2020-04-14
Estrone EL3-1256 Low Risk 33293 2020-04-14
Pregnenolone EL9-1258 Low Risk 33301 2020-04-14
Total Estriol EL8-1266 Low Risk 30330 2020-04-14
Thyroid
T3 EL1-1270 Low Risk 30314 2020-04-14
T4 EL1-1271 Low Risk 30312 2020-04-14
TSH EL1-1273 Low Risk 30489 2020-04-14
U-TSH EL6-1275 Low Risk 30489 2020-04-14
Free T4 EL1-1268 Low Risk 30308 2020-04-14
Free T3 EL1-1267 Low Risk 30309 2020-04-14
Reverse T3 EL9-1274 Low Risk 30311 2020-04-14
T Uptake EL3-1269 Low Risk 30313 2020-04-14
Tg (Thyroglobulin) EL1-1272 Low Risk 30490 2020-04-14
TBG (Thyroxine-Binding Globulin) EL3-1262 Low Risk 30316 2020-04-14
Neo-Natal Panel
Neo-Natal T4 EL1-1240 Low Risk 30273 2020-04-14
Neo-Natal TSH EL1-1239 Low Risk 30310 2020-04-14
Neo-Natal TBG EL3-1242 Low Risk 30316 2020-04-14
Neo-Natal 17-OH Progesterone EL1-1236 Low Risk 30324 2020-04-14
Neo-Natal MSUD EL1-1237 Low Risk 30273 2020-04-14
Neo-Natal PKU EL1-1238 Low Risk 30273 2020-04-14
Neo-Natal IRT EL1-1241 Low Risk 30273 2020-04-14
Neo-Natal Total Galactose EL1-1243 Low Risk 30273 2020-04-14
G6PD EL1-1303 Low Risk 30273 2020-04-14
Neo-Natal Biotinidase EL1-1244 Low Risk 30273 2020-04-14
Others
Procalcitonin EL3-1309 Low Risk 12069016 |2020-04-14
Calcitonin EL3-1292 Low Risk 30342 2020-04-14
Renin EL9-1300 Low Risk 43444 2020-04-14
IFA Device Group Ref. No. IVDD Risk | IVDR Risk | GMDN First
class class code CE-marking
Autoimmune Diseases and others
ANA Rat Liver IFA Kit IIII:Z11774;,(())0129 Low Risk 41420 2020-04-14
ANA Mouse Kidney IFA Kit IF17-4003 | Low Risk 41420 2020-04-14
IF17-4004,

. IF17-4005, |Low Risk 2020-04-14
ANA Hep-2 IFA Kit IF17-4018 17269
AMA IFA Kit III'—':1177£L(())2223 Low Risk 17267 2020-04-14
AAS Rat Kidney Stomach Liver Tissue IF17-4000 | Low Risk 30274 2020-04-14
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IFA Device Group Ref. No. IVDD Risk | IVDR Risk | GMDN First
class class code CE-marking
. IF17-4006, .
ASMA IFA Kit IF17-4015 Low Risk 30274 2020-04-14
. F17-4030, .
ATA IFA Kit IF174031 Low Risk 30274 2020-04-14
. IF17-4008, .
ASA IFA Kit IF17-4034 Low Risk 30274 2020-04-14
IF17-4007,
. IF17-4051, |Low Risk 30274 2020-04-14
NDNA IFA Kit IF17-4052
. . . IF17-4032, .
Endomysial (Primate Endomysial) IF17-4033 Low Risk 12109016 |2020-04-14
. - IF17-4041, .
Anti-Reticulin IgA IF17-4042 Low Risk 30526 2020-04-14
. - IF17-4043, .
Anti-Reticulin 1gG IF17-4044 Low Risk 30526 2020-04-14
C-ANCA IF17-4059 |Low Risk 30484 2020-04-14
P-ANCA IF17-4060 | Low Risk 30483 2020-04-14
Bacterial Diseases
. . IF17-4063, .
Legionella pneumophila 1-6 IFA Poly (HT) IF17-4064 Low Risk 30694 2020-04-14
Legionella pneumophila 1-6/bdglmj/C Specimen IF17-4061 |Low Risk 30694 2020-04-14
Legionella pneumophila 1-6/bdgimj DFA Screen IF17-4062 |Low Risk 30694 2020-04-14
. . . IF17-4013, .
FTA-ABS Double Stain (Syphilis) IFA Kit IF17-4066 Low Risk 32455 2020-04-14
. IF17-4012, .
FTA-ABS (T. pallidum) IF17-4067 Low Risk 32455 2020-04-14
FTA-ABS (Syphilis) Titrable IFA Kit IF17-4014 | Low Risk 32455 2020-04-14
Viral diseases
HSV-1 IgG IFA Kit IF17-4016 | Low Risk 39502 2020-04-14
HSV-2 1gG IFA Kit IF17-4080 |Low Risk 39502 2020-04-14
HSV-1 IgM IFA Kit IF17-4017 | Low Risk 39502 2020-04-14
HSV-2 IgM IFA Kit IF17-4081 |Low Risk 39502 2020-04-14
HSV 1&2 IgG IF17-4078 | Low Risk 39502 2020-04-14
HSV 1&2 IgM IF17-4079 |Low Risk 39502 2020-04-14
EBV-VCA IgG IFA Kit IF17-4074 Low Risk 33971 2020-04-14
EBV-VCA IgM IFA Kit IF17-4075 Low Risk 33971 2020-04-14
EBV-EA IFA Kit IF17-4077 Low Risk 33971 2020-04-14
EBNA IFA Kit IF17-4076 Low Risk 33971 2020-04-14
RMSF Rocky Mountain Spotted Fever (R. ricketsii) IF17-4065 |Low Risk 32473 2020-04-14
Measles IgG IFA Kit IF17-4092 | Low Risk 44019 2020-04-14
Measles IgM IFA Kit IF17-4093 | Low Risk 44019 2020-04-14
Mumps IgG IFA Kit IF17-4094 | Low Risk 33908 2020-04-14
Mumps IgM IFA Kit IF17-4095 |Low Risk 33908 2020-04-14
RSV IgG (Respiratory Syncytial Virus) IF17-4096 | Low Risk 30814 2020-04-14
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IFA Device Group Ref. No. IVDD Risk | IVDR Risk | GMDN First

class class code CE-marking
RSV IgM (Respiratory Syncytial Virus) IF17-4097 | Low Risk 30814 2020-04-14
Varicella-Zoster Virus 1gG IFA Kit IF17-4098 | Low Risk 44027 2020-04-14
Varicella-Zoster Virus IgM IFA Kit IF17-4099 | Low Risk 44027 2020-04-14
West Nile Virus 1gG IF17-4100 | Low Risk 42926 2020-04-14
West Nile Virus 1gG IF17-4101 | Low Risk 42926 2020-04-14
RT-PCR Ref. No. IVDD Risk | IVDR Risk | GMDN First

class class code CE-marking
SARS-CoV-2 PR31-8000 |Low Risk 42994 2020-04-14
SARS-CoV-2 PR4-8000 |Low Risk 42994 2020-04-14
SARS-CoV-2 pap-PCR PR45-8000 |Low Risk 42994 2020-12-06
SARS-CoV-2/FIu/RSV RT-PCR PR31-8001 |Low Risk 42994 2020-12-06
Rapid Tests Device Group Ref. No. IVDD Risk | IVDR Risk | GMDN First

class class code CE-marking
Tumor Markers Tests
FOB Cassette RT27-2182 |Low Risk 38217 2020-04-14
FOB Strip RT27-2181 |Low Risk 38217 2020-04-14
CEA RT27-2180 |Low Risk 30288 2020-04-14
AFP RT27-2179 |Low Risk 30295 2020-04-14
Cardiac markers
CK-MB Cassette (Serum/Plasma/Whole Blood) RT27-2001 | Low Risk 30499 2020-04-14
CB:l-;(Tja)\ctlve Protein (CRP) Cassette (Serum/Plasma/Whole RT27-2003 | Low Risk 30507 2020-04-14
CB:l-;(Tja)\ctlve Protein (CRP) Strip (Serum/Plasma/Whole RT27-2002 | Low Risk 30507 2020-04-14
D-Dimer Cassette (Plasma/Whole Blood) RT27-2004 | Low Risk 30576 2020-04-14
Myoglobin Cassette (Serum/Plasma/Whole Blood) RT27-2005 |Low Risk 30264 2020-04-14
Troponin | Cassette (Serum/Plasma/Whole Blood) RT27-2007 |Low Risk 30509 2020-04-14
3in 1 Troponin I/Myoglobin/CKMB Cassette .
(Serum /PIF; o a/WIzolg Blood) RT27-2006 |Low Risk 42649 | 2020-04-14
Drug Test
Alcohol Urine Strip RT27-2010 |Low Risk 30443 2020-04-14
Alcohol Saliva Strip RT27-2009 |Low Risk 30443 2020-04-14
Amphetamine Urine Cassette RT27-2012 |Low Risk 30516 2020-04-14
Amphetamine Urine Strip RT27-2011 |Low Risk 30516 2020-04-14
Barbiturates Urine Cassette RT27-2014 |Low Risk 30517 2020-04-14
Barbiturates Urine Strip RT27-2013 | Low Risk 30517 2020-04-14
Buprenorphine Urine Cassette RT27-2016 |Low Risk 31584 2020-04-14
Buprenorphine Urine Strip RT27-2015 | Low Risk 31584 2020-04-14
Benzodiazepine Urine Cassette RT27-2018 | Low Risk 30518 2020-04-14
Benzodiazepine Urine Strip RT27-2017 | Low Risk 30518 2020-04-14
Cocaine Urine Cassette RT27-2022 | Low Risk 30520 2020-04-14
Cocaine Urine Strip RT27-2021 | Low Risk 30520 2020-04-14
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Rapid Tests Device Group Ref. No. IVDD Risk | IVDR Risk | GMDN First
class class code CE-marking

Cotinine Cassette RT27-2024 | Low Risk 37270 2020-04-14
Cotinine Strip RT27-2023 |Low Risk 37270 2020-04-14
EDDP Urine Cassette RT27-2028 |Low Risk 30521 2020-04-14
EDDP Urine Strip RT27-2027 | Low Risk 30521 2020-04-14
Fentanyl Urine Cassette RT27-2030 |Low Risk 31582 2020-04-14
Fentanyl Urine Strip RT27-2029 | Low Risk 31582 2020-04-14
Ketamine Urine Cassette RT27-2032 |Low Risk 31582 2020-04-14
Ketamine Urine Strip RT27-2031 | Low Risk 31582 2020-04-14
MDMA(Ecstasy) Cassette RT27-2038 |Low Risk 30423 2020-04-14
MDMA(Ecstasy) Strip RT27-2037 |Low Risk 30423 2020-04-14
Methadone (MTD) Urine Urine Cassette RT27-2040 |Low Risk 30521 2020-04-14
Methadone (MTD) Urine Urine Strip RT27-2039 | Low Risk 30521 2020-04-14
Methamphetamine Urine Cassette RT27-2042 | Low Risk 30423 2020-04-14
Methamphetamine Urine Strip RT27-2041 | Low Risk 30423 2020-04-14
Marijuana (THC) Urine Cassette RT27-2057 | Low Risk 30519 2020-04-14
Marijuana (THC) Urine Strip RT27-2056 |Low Risk 30519 2020-04-14
Opiates Urine Cassette RT27-2044 | Low Risk 30522 2020-04-14
Opiates Urine Strip RT27-2043 | Low Risk 30522 2020-04-14
Oxycodone Urine Cassette RT27-2047 | Low Risk 31584 2020-04-14
Oxycodone Urine Strip RT27-2046 |Low Risk 31584 2020-04-14
Phencyclidine (PCP) Urine Cassette RT27-2049 | Low Risk 30523 2020-04-14
Phencyclidine (PCP) Urine Strip RT27-2048 |Low Risk 30435 2020-04-14
Tricyclic Antidepressants (TCA) Cassette RT27-2055 | Low Risk 30524 2020-04-14
Tricyclic Antidepressants (TCA) Strip RT27-2054 |Low Risk 30523 2020-04-14
Tramadol Urine Cassette RT27-2059 |Low Risk 31582 2020-04-14
Tramadol Urine Strip RT27-2058 |Low Risk 31582 2020-04-14
2-Drug Cassette (Any Combination) RT27-2060 |Low Risk 30261 2020-04-14
3-Drug Cassette (Any Combination) RT27-2061 |Low Risk 30261 2020-04-14
4-Drug Cassette (Any Combination) RT27-2062 | Low Risk 30261 2020-04-14
5-Drug Cassette (Any Combination) RT27-2063 | Low Risk 30261 2020-04-14
6-Drug Cassette (Any Combination) RT27-2064 | Low Risk 30261 2020-04-14
7-Drug Cassette (Any Combination) RT27-2065 |Low Risk 30261 2020-04-14
8-Drug Cassette (Any Combination) RT27-2066 |Low Risk 30261 2020-04-14
9-Drug Cassette (Any Combination) RT27-2067 |Low Risk 30261 2020-04-14
10-Drug Cassette (Any Combination) RT27-2068 |Low Risk 30261 2020-04-14
11-Drug Cassette (Any Combination) RT27-2069 |Low Risk 30261 2020-04-14
12-Drug Cassette (Any Combination) RT27-2070 |Low Risk 30261 2020-04-14
2-Drug Strip (Any Combination) RT27-2071 |Low Risk 30261 2020-04-14
3-Drug Strip (Any Combination) RT27-2072 | Low Risk 30261 2020-04-14
4-Drug Strip (Any Combination) RT27-2073 | Low Risk 30261 2020-04-14
5-Drug Strip (Any Combination) RT27-2074 | Low Risk 30261 2020-04-14
6-Drug Strip (Any Combination) RT27-2075 | Low Risk 30261 2020-04-14
7-Drug Strip (Any Combination) RT27-2076 | Low Risk 30261 2020-04-14
8-Drug Strip (Any Combination) RT27-2077 | Low Risk 30261 2020-04-14
9-Drug Strip (Any Combination) RT27-2078 | Low Risk 30261 2020-04-14
10-Drug Strip (Any Combination) RT27-2079 |Low Risk 30261 2020-04-14
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Rapid Tests Device Group Ref. No. IVDD Risk | IVDR Risk | GMDN First

class class code CE-marking
11-Drug Strip (Any Combination) RT27-2080 |Low Risk 30261 2020-04-14
12-Drug Strip (Any Combination) RT27-2081 |Low Risk 30261 2020-04-14
Drug Test/Cup
2-Drug Cup (Any Combination) RT27-2082 | Low Risk 30261 2020-04-14
3-Drug Cup (Any Combination) RT27-2083 | Low Risk 30261 2020-04-14
4-Drug Cup (Any Combination) RT27-2084 | Low Risk 30261 2020-04-14
5-Drug Cup (Any Combination) RT27-2085 | Low Risk 30261 2020-04-14
6-Drug Cup (Any Combination) RT27-2086 |Low Risk 30261 2020-04-14
7-Drug Cup (Any Combination) RT27-2087 |Low Risk 30261 2020-04-14
8-Drug Cup (Any Combination) RT27-2088 |Low Risk 30261 2020-04-14
9-Drug Cup (Any Combination) RT27-2089 |Low Risk 30261 2020-04-14
10-Drug Cup (Any Combination) RT27-2090 |Low Risk 30261 2020-04-14
11-Drug Cup (Any Combination) RT27-2091 |Low Risk 30261 2020-04-14
12-Drug Cup (Any Combination) RT27-2092 |Low Risk 30261 2020-04-14
Infectious Diseases and others
Legionella Urinary Antigen Cassette RT27-2147 | Low Risk 30692 2020-04-14
Legionella Urinary Antigen Strip RT27-2146 |Low Risk 30692 2020-04-14
Adeno/Rotavirus Antigen Cassette RT27-2131 | Low Risk 42994 2020-04-14
Adeno Antigen Cassette RT27-2132 | Low Risk 42994 2020-04-14
Rotavirus Antigen Cassette RT27-2161 |Low Risk 30815 2020-04-14
Chagas Cassette RT27-2133 | Low Risk 30820 2020-04-14
Chikungunya IgG/IgM Cassette RT27-2135 |Low Risk 42994 2020-04-14
Gonorrhoea Cassette RT27-2140 |Low Risk 38851 2020-04-14
Influenza A&B Cassette RT27-2145 |Low Risk 39466 2020-04-14
Leishmania 1gG/IgM Cassette RT27-2149 |Low Risk 30823 2020-04-14
Leishmania Cutaneous Strip RT27-2148 | Low Risk 30823 2020-04-14
Leptospira IgG/IgM RT27-2150 |Low Risk 30716 2020-04-14
Syphilis Cassette RT27-2172 | Low Risk 30687 2020-04-14
Syphilis Strip RR-l';'ZZZl-ZZ%L?i» Low Risk 30687 2020-04-14
Mononucleosis Cassette (Mono) (S/P) RT27-2177 |Low Risk 30826 2020-04-14
Strep A Cassette RT27-2169 |Low Risk 30826 2020-04-14
Strep A Strip RT27-2168 |Low Risk 30826 2020-04-14
Strep B Cassette RT27-2171 | Low Risk 30827 2020-04-14
Strep B Strip RT27-2170 |Low Risk 30827 2020-04-14
H1N1 Strip RT40-2209 |Low Risk 39461 2020-04-14
H. Pylori Ab Cassette (Serum/Plasma) RT27-2141 | Low Risk 30825 2020-04-14
H. Pylori Ab Cassette (Serum/Plasma/Whole Blood) RR-I';'ZZZ-ZZ%L‘LZZ Low Risk 30825 2020-04-14
H. Pylori Antigen Cassette ':1;_221__2212%2 Low Risk 30689 2020-04-14
HAV IgM RT27-2108 |Low Risk 30720 2020-04-14
Dengue IgG&igM ':1_;_221__2211:;87 Low Risk 42994 2020-04-14
Dengue NS1 RT24-2139 |Low Risk 42994 2020-04-14
Dengue IgG/IgM/NS1 RT24-2208 |Low Risk 42994 2020-04-14
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Rapid Tests Device Group Ref. No. IVDD Risk | IVDR Risk | GMDN First

class class code CE-marking
Malaria P.f./Pv RT24-2204 |Low Risk 30674 2020-04-14
Malaria Pan RT24-2206 |Low Risk 30674 2020-04-14
Malaria P.f./Pan F;TTZZ‘;'_Zzzl%EZ Low Risk 30674  |2020-04-14
Malaria P.f. Cassette F;{'I;_22472221(E)371 Low Risk 30674 2020-04-14
Malaria P.f. Strip RT27-2152 | Low Risk 30674 2020-04-14
Malaria P.f./vivax RT27-2153 |Low Risk 30674 2020-04-14
Norovirus RT27-2156 |Low Risk 32459 2020-04-14
Salmonella typhi Antigen Cassette RT27-2163 | Low Risk 30709 2020-04-14
Salmonella typhi IgG/IgM Cassette RT27-2164 |Low Risk 30709 2020-04-14
Salmonella typhi/paratyphi antigen RT27-2165 |Low Risk 30709 2020-04-14
Scrub typhus IgG Strip RT4-2166 Low Risk 30717 2020-04-14
Scrub typhus IgM Strip RT4-2167 Low Risk 30717 2020-04-14
Zika Virus IgG/IgM Cassette RT27-2178 | Low Risk 42994 2020-04-14

RT24-2198,

COVID-19 1gG/lgM Eiig:igg' Low Risk 44022 |2020-04-14
SARS-CoV2 Antigen Rapid Test RT45-2214 | Low Risk 44022 2020-08-24
Tuberculosis (TB) Cassette RT27-2175 |Low Risk 44020 2020-04-14
Tuberculosis (TB) Strip RT27-2174 |Low Risk 44020 2020-04-14
HEV IgG/IigM RT27-2119 |Low Risk 30756 2020-04-14
Cryptococcus Ag RT27-2137 |Low Risk 37746 2020-04-14
Hantavirus IgG/IgM RT27-2144 |Low Risk 15048014 |2020-04-14
Mycoplasma pneumoniae Ag RT27-2155 | Low Risk 17311 2020-04-14
Rickettsia IgG/IgM RT24-2160 |Low Risk 30717 2020-04-14
RSV RT27-2162 |Low Risk 30814 2020-04-14
Tetanus RT27-2176 |Low Risk 38876 2020-04-14
Fertility
FSH Urine Cassette RT27-2094 |Low Risk 30512 2020-04-14
FSH Urine Strip RT27-2093 |Low Risk 30512 2020-04-14
Ovulation
LH Urine Cassette RT27-2106 |Low Risk 30515 2020-04-14
LH Urine Strip RT27-2105 |Low Risk 30515 2020-04-14
Pregnancy
hCG 10 mlU/ml Midstream RT27-2099 | Low Risk 30513 2020-04-14
hCG 20 mlU/ml Midstream RT27-2102 | Low Risk 30513 2020-04-14
hCG 10mlU/ml urine Cassette RT27-2095 | Low Risk 30513 2020-04-14
hCG 10mIU/ml urine Strip RT27-2097 |Low Risk 30513 2020-04-14
hCG 10mIU/ml urine/serum RT27-2098 | Low Risk 30513 2020-04-14
hCG 20 mlU/ml urine Cassette RT27-2101 | Low Risk 30513 2020-04-14
hCG 20 mIU/ml urine Strip RT27-2100 |Low Risk 30513 2020-04-14
hCG 10mIU/ml urine/serum/p RT27-2096 |Low Risk 30513 2020-04-14
hCG 20 mlU/ml urine/serum/p Cassette RT27-2104 | Low Risk 30513 2020-04-14
hCG 20 mlU/ml urine/serum/p Strip RT27-2103 | Low Risk 30513 2020-04-14
Others
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Rapid Tests Device Group Ref. No. IVDD Risk | IVDR Risk | GMDN First
class class code CE-marking
Micro-Albumin (HAS) Strip RT27-2197 |Low Risk 30246 2020-04-14
Ferritin RT27-2196 |Low Risk 30377 2020-04-14
H-FABP RT27-2107 |Low Risk 1230190 |2020-04-14
Nt-proBNP RT27-1157 |Low Risk 12130190 |2020-04-14
Procalcitonin (S/P/WB) RT27-2158 |Low Risk 12069016 |2020-04-14
Procalcitonin (S/P) RT27-2159 |Low Risk 12069016 |2020-04-14
Urine Reagent Strips
URS-1G RT27-2185 |Low Risk 17419 2020-04-14
URS-2PK RT27-2186 |Low Risk 30226 2020-04-14
URS-3 GKpH RT27-2187 |Low Risk 30226 2020-04-14
URS-4 GKpHB RT27-2188 |Low Risk 30226 2020-04-14
URS-5GKpHBP RT27-2189 |Low Risk 30226 2020-04-14
URS-6GKpHBPBIli RT27-2190 |Low Risk 30226 2020-04-14
URS-7GKpHBPBIliU RT27-2191 |Low Risk 30226 2020-04-14
URS-8GKpHBPBIlIUN RT27-2192 |Low Risk 30226 2020-04-14
URS-9GKpHBPBIlIUNS RT27-2193 |Low Risk 30226 2020-04-14
URS-10GKpHBPBIlIUNSL RT27-2194 |Low Risk 30226 2020-04-14
URS-11 RT27-2195 |Low Risk 30226 2020-04-14
Serology Device Group Ref. No. IVDD Risk | IVDR Risk | GMDN First
class class code CE-marking
. . SL25-3002, .
C- Reactive Protein (CRP) S1L25-3003 Low Risk 30499 2020-04-14
SL25-3008, .
RF S125-3009 Low Risk 30500 2020-04-14
. . SL25-3000, .
Anti- Streptolysin O(ASO) S1L25-3001 Low Risk 30495 2020-04-14
. . . SL25-3004, .
Infectious Mononucleosis Screening (Mono) SL25-3005 Low Risk 30810 2020-04-14
SL25-3011, .
RPR SL25-3012 Low Risk 17393 2020-04-14
Lupus Erythematosus (SLE) SL25-3007 |Low Risk 30487 2020-04-14
TPHA SL25-3016 |Low Risk 32453 2020-04-14
Rotavirus SL25-3010 |Low Risk 17381 2020-04-14
S. Aureus SL25-3013 |Low Risk 33887 2020-04-14
Streptococci Lancefield grouping SL25-3015 |Low Risk 17389 2020-04-14
VDRL Antigen SL25-3017 | Low Risk 17395 2020-04-14
PARATYPHOID A (Salmonella, flagellar a antigen) SL25-3022 | Low Risk 39453 2020-04-14
PARATYPHOID B (Salmonella, flagellar b antigen) SL25-3023 | Low Risk 39453 2020-04-14
PARATYPHOID C (Salmonella typhi, flagellar c antigen) SL25-3024 |Low Risk 39453 2020-04-14
SALMONELLA Group A Antigen (somatic antigen) SL25-3028 |Low Risk 39453 2020-04-14
SALMONELLA Group B Antigen (somatic antigen) SL25-3029 |Low Risk 39453 2020-04-14

AUTHORIZED REPRESENTATIVE AND CONSULTING SERVICE FOR CE MARKING CEPARTNER4U BV,
ESDOORNLAAN 13, 3951DB MAARN. THE NETHERLANDS. @ :+31-(0)343.442.524; CELL PHONE: +31-(0)6.516.536.26;
FAX: +31-(0)343.442.162; E-MAIL: OFFICE@CEPARTNER4U.COM; WEBSITE: WWW.CEPARTNER4U.COM
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Serology Device Group Ref. No. IVDD Risk | IVDR Risk | GMDN First
class class code CE-marking

SALMONELLA Group C Antigen (somatic antigen) SL25-3030 |Low Risk 39453 2020-04-14
TYPHOID H (Salmonella typhi, flagellar d antigen) SL25-3031 |Low Risk 39453 2020-04-14
TYPHOID O (Salmonella typhi, somatic Group D antigen) |SL25-3032 |Low Risk 39453 2020-04-14
Brucella Melitensis SL25-3018 | Low Risk 39536 2020-04-14
Brucella Abortus SL25-3019 | Low Risk 39536 2020-04-14
PROTEUS OX2 (somatic antigen) SL25-3026 |Low Risk 39543 2020-04-14
PROTEUS 0X19 (somatic antigen) SL25-3025 |Low Risk 39543 2020-04-14
PROTEUS OXK (somatic antigen) SL25-3027 |Low Risk 39543 2020-04-14

AUTHORIZED REPRESENTATIVE AND CONSULTING SERVICE FOR CE MARKING CEPARTNER4U BV,
ESDOORNLAAN 13, 3951DB MAARN. THE NETHERLANDS. @ :+31-(0)343.442.524; CELL PHONE: +31-(0)6.516.536.26;
FAX: +31-(0)343.442.162; E-MAIL: OFFICE@CEPARTNER4U.COM; WEBSITE: WWW.CEPARTNER4U.COM
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This is to certify the Quality Management System of:
MONOCENT, INC.

9237 Eton Avenue
Chatsworth, CA 91311

has been assessed and found to be in compliance with the requirements of
ISO 13485:2016

for the following scope:

Manufacturing and Distribution of IVD Products
(Serology, Rapid, ELISA, CLIA, IFA Test Systems and Instrumentation)

Medical Device Code: In Vitro Dianostics (IVD) & Non-active Medical Device
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HDV Ab
ELISA TEST SYSTEM

[ REF | EL13-1428 /96 TESTS &

INTENDED USE

The Monocent, Inc.’s HDV Ab is “in vitro” diagnostic kit for the
detection of total antibodies to Hepatitis Delta Virus in human serum
or plasma samples. The assay is intended for investigate
immunological response to HDV during acute and chronic delta
hepatitis.

SUMMARY AND EXPLANATION

The Hepatitis Delta Virus (HDV) is a defective virus classified within
the floating genus of Deltavirus (1). It requires Hepatitis B Virus
(helper virus) for its expression and replication (2). HDV is a 36 nm
spherical particle enveloped by hepatitis B virus surface antigen,
containing in its interior a nucleocapsid of 19 nm in diameter (3,4)
which consists of a RNA molecule and a single structural protein, the
hepatitis delta antigen (HDAg).

The HDV genome is a circular single stranded RNA 1679 nucleotides
long with extensive intra-molecular complementary sequences (70%)
that confers an unbranched rod-like configuration similarly to that of
viroid and some plant virusoid RNAs (5,6).

Post-transcriptional HDV-RNA editing results in the production of two
different forms of the delta antigen phosphoprotein: S-HDAg (195 a.a.)
which is necessary for HDV replication and L-HDAg (214 a.a.) which
is necessary for the assembly and release of HDV containing particles
(7.8).

Infection with HDV has a worldwide distribution. It is endemic in the
developing world, with a high prevalence in South America (9). The
HDV, like to HBV, is acquired parenterally by exposure to blood,
through sexual contacts (10) as well as among family members with a
trend to form clusters (11).

According to the obligatory dependence of HDV on HBV, the modes
of acquiring HDV infection are essentially two: simultaneous
coinfection with HBV or superinfection of an HBsAg carrier subject
(12). Persons with anti-HBs antibody, being immune to HBV, are not
susceptible to HDV infection.

The acute hepatitis D acquired by coinfection with HBV, in most cases,

appears as a typical acute self-limited hepatitis that is clinically and
histologically indistinguishable from the hepatitis B. The outcome is a
complete recovery, as typically observed in acute type-B hepatitis, and
in only 2% of cases it may progress to chronicity. Diagnosis is made
on the concomitant appearance of primary markers of infection with
HBYV and HDV (12).

In the superinfection, the pre-existing HBV provides the biological
substrate for the full expression of the virulence of

HDV with progression of disease to a severe acute hepatitis that may
run to a fulminant course.

The diagnosis of HDV infection may carried out detecting in the serum
the delta antigen (HDVAg) after disassembly of 36 nm particles and
detecting antibodies against HDVAg (anti-HDV) of IgG and IgM
classes.

Testing for IgM anti-HDV has been important, not only as a marker of
primary HDV infection, but also for its clinical relevance in the natural
history of the disease (13).

Chronic hepatitis D is associated with high titers of both IgG and IgM
anti-HDV: the IgM are monomeric (7S) and not pentameric (19S) as
in primary infection (14).

The decrease and disappearance of IgM anti-HDV predicts impending
resolution of chronic disease, either spontaneous or induced by
pharmacological treatment (15).

PRINCIPLE OF THE TEST

Anti-HDV antibodies, if present in the sample, compete with a
polyclonal anti-HDV antibody, labelled with peroxidase (HRP) for a
fixed amount of recombinant delta antigen, coated on the solid phase.
In the 1% incubation anti-HDV antibodies, competing with polyclonal
anti-HDV antibodies labelled with HRP, bind to affinity-purified HDV
antigen adsorbed on the well surface.

The concentration of the bound enzyme on the solid phase becomes
inversely proportional to the amount of anti-HDV antibodies in the
sample and its activity is detected by adding the Chromogen/Substrate
solution in the 2" incubation.

The concentration of HDV antibodies in the sample is determined by
means of a Cut-off value that allows for the discrimination between
positive and negative samples.

MATERIALS AND COMPONENTS PROVIDED

e Strip Microplate- Microplate of 8 x 12 strips of breakable wells
activated with not infective recombinant HDV antigen.
The microplates are sealed in an aluminium pouch in presence of
desiccant bag.
no. of microplates 1

e Positive Control - Ready to use Human serum base reactive for anti-
HDV. It contains 0.02% gentamicin sulphate, 0.09 % Kathon as
preservatives.
Volume 0.6 ml

e Negative Control - Ready to use. Buffered solution not reactive for
anti-HDV that contains 0.02% gentamicin sulphate, 0.09 % Kathon
as preservatives.
Volume 1.0 ml

o Washing Solution — To dilute before use. Solution 25x concentrated
that contains Imidazole buffer and surface-active agent.
Volume 50.0 ml

e Conjugate — To dilute before use. Solution of proteic buffer, 20x
concentrated, that contains polyclonal anti-HDV antibodies, labelled
with HRP, proteic stabilizers, 0.02% gentamicin sulphate and 0.09%
Kathon as preservatives.
Volume 0.4 ml

o Conjugate Diluent — Buffered proteic solution, for the dilution of the
concentrated Conjugate that contains proteic stabilizers, 0.02%
gentamicin sulphate and 0.09 % Kathon as preservatives. It contains
Ponceau red as colouring agent.

Volume 8.0 ml

e TMB To mix with Substrate. Solution of 3,3°,5,5
tetramethylbenzidine (TMB), activators and stabilizers, in a
phosphate/citrate buffer.

Note: Store protected from light.
Volume 7.0 ml

o Substrate — To mix with Chromogen. Solution that contains hydrogen
peroxide (H,O,), activators and stabilizers, in a phosphate/citrate
buffer.

Volume 7.0 ml

o Stop Solution — Solution of 0.3 M sulphuric acid.

Note: handle with care.
Volume 10.0 ml

o Cardboard Sealer - Plastic transparent sealer to cover microplates
during the incubation at 37 °C.
no. of sealers 2

o Package insert — The present document.

o Symbol information sheet — List of the symbols.

Note - All the materials of human origin have been controlled and
certified by the supplier to be negative for HBsAg, HCV Ab and
HIV1-2 Ab.

MATERIALS REQUIRED BUT NOT PROVIDED

Micropipettes of 20, 100, 300 and 1000 pl with disposable tips.
Vortex mixer and adsorbent papers.

Distilled water.

Timer.

Incubator set at 37 £ 1 °C (dry or moist heat).

Automatic or manual microplate washer able to aspirate and dispense
volumes of 300 - 400 pl.

e Photometric microplate reader linear up to at least 2 OD and supplied
with filters of 450 nm and 620 - 630 nm.

SHELF LIFE OF THE KIT

The shelf-life of the kit is 15 months from the production date. The
validity of the shelf-life is intended for a product stored according to the
instructions. The expiration date is indicated on the external label of the
package.

Note — Do not use the product after the expiration date.

STORAGE CONDITIONS

e The kit must be stored at 2-8°C and used before the expire date
declared on the external label.

e The pouch containing the microplate has to be brought to room
temperature before opening. Take out from the frame only the strips
necessary for the test programmed and store the remaining strips in
the same pouch in presence of the desiccant bag. Close hermetically
the pouch and store again at 2-8°C. If stored properly, strips are stable
for 2 months from opening.

e The diluted Washing solution, at room temperature, is stable for 1
week.

e The Chromogen/Substrate are stable until the expiration of the kit.

o The other reagents can be used every time, if stored at 2-8°C and
handled carefully for avoiding contamination.



PRECAUTIONS

1. All the reagents contained in the kit are for in vitro diagnostic use
only.

2. Do not use the kit or reagents after the expiration date stated on labels.

3. Do not mix reagents of different lots.

4. Procedures should be performed carefully in order to obtain reliable
results and clinical interpretations.

5. Bring all the reagents to room temperature for at least 60 minutes,
before the test is started.

6. Avoid any contamination of reagents when taking them out of vials.
We recommend to use automatic pipettes and disposable tips. When
dispensing reagents, do not touch the wall of microplate wells with
tips, in order to avoid any cross-contamination.

7. In the washing procedure, use only the Washing Solution provided
with the kit and follows carefully the indications reported in the
“Washing Instructions” section of this insert.

8. Ensure that the Chromogen/Substrate does not come in contact with
oxidizing agents or metallic surfaces; avoid any intense light
exposure during the incubation step or the reagent preparation.

9. Put the reagents in a glass or plastic disposable container, washed
with sulfuric acid 1IN, then with deionized water, before use.

10. Samples and materials potentially infective have to be handled with

care as they could transmit infection.
All objects come in direct contact with samples and all residuals of
the assay should be treated or wasted as potentially infective. Best
procedures for inactivation are treatments with autoclave at 121 °C
for 30 minutes or with sodium hypochlorite at a final concentration
of 2.5 % for 30 minutes. This last method can be used for the
treatment of the liquid waste after that it has been neutralized with
NaOH.

11. Avoid any contact of liquids with skin and mucous membrane. Use
always protective talk-free gloves, glasses and laboratory coats,
according to the safety regulations.

12. Some reagents of the kit contain sodium azide which may be toxic if
ingested. Sodium azide may react with copper and lead piping to
form highly explosive salts. On disposal, flush with large quantities
of water.

13. At least 1 hour before use bring all the reagents necessary to the test
to room temperature and mix carefully the liquid reagents supplied
on vortex (in particular the Controls, the Conjugate and the
Chromogen/Substrate) avoiding foaming. Take out from the frame
only the strips necessary for the test programmed and store the
remaining strips in the same pouch in presence of the desiccant bag.

14. Distribution and incubation times should be the same for all the
wells; avoid long interruptions among the different steps of the
assay.

15. Itis suggested to eliminate the excess of washing solution from wells
by blotting them gently on a paper adsorbent pad.

16. The color developed in the last incubation is stable for maximum 1
hour in the dark.

17. We recommend reading the microplate at 450 nm (reading filter) and
subtracting the blank at 620 - 630 nm (blanking filter). Blank the
reader on Al well.

SPECIMEN COLLECTION

Either fresh sera or plasma c) can be used for the assay. If not used
immediately, they can be stored at 2 - 8 °C for 1 week. In case of longer
storage freeze them at — 20 ° C. Samples should be clear. If the samples
are turbid, could be contaminated by micro-organism, insofar it
recommends to centrifuge them at 2000 rpm x 20 minutes at room
temperature or filtrate on 0.22 pm filters.

The samples that, after the above said procedure, did not became clear,
cannot be used.

REAGENT PREPARATION

o Washing Solution - The concentrated solution to be diluted 25x with
distilled water before use.

o Chromogen/Substrate - About 5 minutes before use, mix 1 volume
of Chromogen with 1 volume of Substrate, in a disposable plastic
container, according to needs. This solution is stable for 4 hours at
room temperature protected from light.

e Conjugate - Dilute the concentrated Conjugate 1:20 with the
Conjugate Diluent. Mix on vortex before use. The diluted Conjugate
is stable for 1 week at 2-8°C, when stored in a sterile disposable
container.

WASHING INSTRUCTION

A good washing procedure is essential to get correct and reliable
analytical results.

In case of manual washing, it is suggested to carry out 5 cycles, first
dispensing and then aspirating 300 pl/well per cycle.

Usually 5 cycles of automatic washing of 300 pl/well per cycle are
sufficient to remove false positives and high background values. It is
suggested to use an Elisa automatic microplate washer, qualified and
properly serviced. Anyhow, we recommend calibrating the washing
system on the kit itself so to match the declared analytical
performances.

Any case, potentially infective wastes from microplate washing have to
be inactivated with Na-hypochlorite at 2.5% final concentration for 30
minutes. All these materials must be discarded according to the law as
potentially infective wastes.

TEST PROCEDURE

At least 1 hour before use bring all the reagents necessary to the test to

room temperature and mix carefully the liquid reagents supplied on

vortex (in particular the Controls, the Conjugate and the

Chromogen/Substrate) avoiding foaming.

1. Leave the Al well empty for blanking operations. Dispense 50 pl of
Controls and samples in the proper wells necessary for the assay,
according to the following scheme:

Position Controls/Samples

Al Blank

B1+Cl1 50 pl of Negative Control
DI+E1 50 pl of Positive Control

F1.....H12 50 pl of Samples
Then dispense 50 pl of diluted conjugate in all wells but Blank (A1).

2. Incubate the microplate sealed for 75 minutes at 37 °C.

3. Peel out the plate sealer and wash the microplate according to
instructions. In the meantime, prepare the Chromogen/Substrate
solution.

4. Add 100 pl of the Chromogen/Substrate solution to all the wells, Al
included. Incubate the microplate for 15 minutes at room
temperature, protected from light.

5. Stop the enzymatic reaction by adding 100 ul of Stop Solution to all
the wells, A1 included.

6. Read the microplate at 450 nm and 620 — 630 nm blanking the
instrument on Al well.

Note - Read the microplate within 30 minutes from blocking

ASSAY SCHEME

At least 1 hour before use bring all the reagents necessary to the test to
room temperature and mix carefully the liquid reagents supplied on
vortex (in particular the Controls, the Conjugate and the
Chromogen/Substrate) avoiding foaming.

Position Controls/Samples

Al Blank

B1+Cl1 Negative Control

DI+E1 Positive Control

Fl1..HI12 Samples
Reagents Blank (A1) Controls  Samples
Controls - 50 nl -
Samples - - 50 pl
Conjugate - 50 nl 50 nl

Cover with the sealer and incubate for 75 minutes at 37 °C

Peel out the sealer and wash 5 cycles with 300 pl/well per cycle.

Chromogen/Substrate 100 pl 100 pl 100 pl
Incubate for 15 minutes at room temperature in the dark
Stop Solution 100 pl 100 pl 100 pl

Blank the reader on A1 well. Read at 620 — 630 nm for measuring the
microplate background, then at 450 nm.

Note - Read the microplate within 30 minutes after the dispensing of
the Stop Solution.

CALCULATION OF RESULTS

If the test turns out to be valid, calculate the Cut-off value through the
following formula:

Cut-off = (NC mean + PC mean) / 4

Example of calculation

Negative Control mean ~ OD 450 nm 1.900

Positive Control mean OD 450 nm 0.100
Cut-off = (NC+PC)/4=  0.500

Sample n. 1 OD 450 nm = 1.680 negative
Samplen.2  OD 450 nm=0.158 positive

Samples with an OD value higher than the Cut-off are classified as
negative for anti-HDV.
Samples with an OD value lower than the Cut-off are classified as
positive for anti-HDV.

VALIDITY OF THE ASSAY

The assay is considered valid if:

1. The OD value of the Al blank well is < 0.100. Higher values are
index of Chromogen/Substrate contamination.

2. The OD mean value of the Negative Control (NC) is > 0.800. Lower
values can be result when the storage temperature was not optimal
or with a not correct operative procedure.

3. The OD mean value of the Positive Control (PC) is < NC/7.
Abnormal values may be observed when the washing instrument
does not work correctly or the washing procedure has not been
adapted to the assay as described in the proper section.

In case data above do not match the correct values, before repeating

the test check carefully the expiration date of the kit, the performances

of the instruments used for the assay and the procedure of distribution
of controls and samples.



PERFORMANCE CHARACTERISTICS

The studies were performed in Italy at laboratories of Hospital’s Blood
Banks as well at Universities and Hospital microbiological laboratories.
Additional tests were carried out at Monocent, Inc.

All the tests were performed on human sera or plasma; the sensitivity
and the specificity were evaluated in comparison with a licensed
reference test.

1. Diagnostic sensitivity - The clinical sensitivity was assessed
examining sera samples collected from 173 patients with acute or
chronic hepatitis, anti-HDV positive with two reference kits. All
samples examined, except one, were anti-HDV positive with a
sensitivity of 99.4%.

2. Specificity — The specificity was 100% testing 200 samples from
unselected blood donors and 414 samples from hospitalised patients
anti-HDV negative with two licensed reference kits.

A total of 90 potentially cross-reactive samples including IgM anti-
toxoplasma, IgM anti-rubella, IgM anti-CMV positive samples,
samples from multiparous females, autoimmune patients, lipemic,
haemolytic and icteric samples, and subjects RF positive have been
examined. All samples were negative with HDV Ab kit (specificity
100%).

No. False

Specimen examined positive Specificity
Blood donors sera 200 0 100 %
Hospitalised patients sera 414 0 100 %
Potentially cross-reactive sera 90 0 100 %

3. Reproducibility — Replicates of anti-HDV negative, low positive
and high positive sera samples have been examined with the same
HDYV IgG lot and with multiple kit lots on multiple days. The results
within and between assays are reported in the table.

Specimen  No. replicates Intra-assay

SD CV%
Negative 36 0.152 7.3
Low + 24 0.035 12.1
High + 36 0.014 13.7

Specimen  No. replicates Inter-assay

SD CV%
Negative 7 0.125 6.4
Low + 7 0.068 15.6
High + 7 0.020 12.8

LIMITATION OF THE PROCEDURE

Highly lipemic, icteric, hemolysed samples or repeatedly defrost
samples and therefore subject to contamination, should not be used as
they can give false results in the assay.

PROCEDURE AUTOMATION

This procedure can be used with an automatic device under customer’s
responsibility and providing he validates the results with an adequate
method. For more information, please contact the automatic device
manufacturer.

PRECAUTIONS IN USE

The use of the laboratory reagents according to Good Laboratory
Practice (GLP) is recommended.

WASTE MANAGEMENT

Please, refer to local legal requirements.
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DICHIARAZIONE DI CONFORMITA®
Conformity declaration

C€

Il sottoscritto. Rinaldo Ruggero legale rappresentante della ditta:
The undersigned: Rinaldo Ruggero legal representative of the company:

produttore/manufacturer

SYNTESYS S.a.s. di Rinaldo R.- & (.

indirizzo/address

Via 6. Galilei. 10/3 35037 Zona Industriale SELVE DI TEOLO (PADOVA) ITALY

0 rappresentante il mandatario autorizzato entro la Unione Europea
or representing the authorized mandatary within the European Community

Mandatario autorizzato/aguthorized mandatary

indirizzo/address

Dichiara sotto la propria responsabilitd che il prodotto/declares under his own
responsability that the product:

Padella per ammalati+ urinali uomo e donna. speculum vaginalia.
tamponcini cotonati. tamponi sterili in provetta. tamponi sterili
con terreno Amies e Stuart in provetta/ Bed pans Urinal’s man and
woman. Vaginal speculum. Cotton swab. Sterile swab in test tubes
Sterile swab with medium Amies or Stuart in test tube

Denominazione/Description

Polipropilene. Polietilene. Legno/ Polypropylene. Polyethylene:

Materiale/Material Wood

£ conforme alle disposizioni della direttiva 93/42/CE e smi. concernente i dispositivi medici
ed al Decreto Legislativo di recepimento con D.lgs. del 240271997 n° 4L/97 e soddisfa a
tutti i requisiti specificati.

Il dispositivo & stato classificato appartenente alla classe I° secondo i criteri stabiliti
in base a quanto previsto dallArt. 9 ed allegato IX dells direttiva sopra citata /It meets
the EC Directive 93/42 about Medical Devicer specifications established by the Italian law n
4L/97, dated Z24th February 1997 The device was classified as belonging to the 15t classs
gccording to the specifications of the established by the art.9. IX enclosure of the above
mentioned directive.

Dichiara inoltre che la documentazione tecnica di supporto alla presente dichiarazione di
conformitd & conservata presso gli uffici dell‘azienda e sara posta alla disposizione di chi
la richiede/ declares that all technical documents attached to this conformity statment are
filed in our company and can be consulted by any authorized body on demand-

Data 07.01.201b
Issued on January 7th 201k

SYNTESYS S.A.S.
Il legale rappresentante

C T
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1508001 2008
Cert N 6574/0

SYNTESYS S.AS DIRINALDOR. & C
VIA G. GALILEI,10/3
35037 Z.I. SELVE DI TEOLO [PD)
TEL. +39 OM9 9903866 R A. FAX +39 049 9903867

SYNTESYS COD.FISCALE P.IVA NREG.IMP. PADOVA 03573950288
E-MAIL INFORSYNTESYS.IT - WEB WWW.SYNTESYS.IT

DICHIARAZIONE DI CONFORMITA®
Conformity declaration

C€

I1 sottoscritto. Rinalde Ruggero legale rappresentante della ditta:
The undersigned. Rinaldo Ruggero legal representative of the company:

produttore/manufacturer

SYNTESYS S.a.s. di Rinaldo Ruggero & C.

indirizzo/address

Via 6. Galilei. 10/3 35037 Zona Industriale SELVE DI TEOLO (PADOVA) TITALY

0 rappresentante il mandatario autorizzato entro 1la Unione Europea or representing the
authorized mandatary within the European Community

Mandatario autorizzato/authorized mandatary

indirizzo/address

Dichiara sotto la propria responsabilita che il prodotto/declares under his own
responsability that the product:

Denominazione degli Contenitori per urina. contenitori per feci.
articoli contenitori universali. Pipette Pasteur. Piastre di
prodotti/Description of Petri. Anse Sterili per batteriologia. Aste a “L"-
Manufacturer Puntali Eppendorf gialli e blue. cuvette per

spettrofotometro. tazzine per campionamento siero-
bacchette per distacco ed estrazione del coagulo.
pinzette in polistirolo monouso. provette monouso in
plastica- tappi alettati per provette diam. 12 mm e
lkmm. provette con granuli ed acceleratore. provette
sottovuoto per prelievo. Sistema SEDIPLAST.
Microprovette. Portavetrini. Vetrini precoloratia
Portaprovette. supporti per microprovette. bottiglie
per raccolta urine.

Urine container. faeces container. universal
container. Pasteur pipette. Petri dishes. Sterile
loops. Sterile loops open “L". Eppendorf tips yellow
and blue. cuvettes for spectrophotometer: samples
cups.: Rod to detach clot. disposable forcepsi
Disposable plastic tubes., winged stoppers for tubes
diam- 12mm & lbmm. Test tube with granules and clot
activator. vacuum test tube: SEDIPLAST systems

micro test tubes, Slides Nailer "TESTSIMPLETS" slide:
rack for test tubes. rack for micro test tubes.
Bottles for urine collection-

PRODOTTI E STRUMENTAZIONE PER ANALISI DI LABORATORIO - DISPOSABLE LABWARE
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1S09001:2008
Cert N 6574/0

SYNTESYS S.AS. DIRINALDOR. & C.

VIA G. GALILE|, 10/3

35037 Z.I. SELVE DI TEOLO [PD]

TEL. +39 049 9903866 R.A. FAX +39 O49 99503867

SYNTESYS COD.FISCALE P.IVA NREG.IMP. PADOVA 035739550288
E-MAIL INFORSYNTESYS.IT - WEB WWW.SYNTESYS.IT

Polipropilene. Polistirolo. Polietilene e
Materiale/Material Polimetilmetacrilato

Polypropylene. Polystyrene, Polyethylene and
Polymetilmetacrylate

E conforme alle disposizioni della direttiva 98/79/CE concernente i dispositivi medici
diagnostici in vitro e recepito in Italia con D.L. del 08/09/2000 n° 332 allegato 1
(requisiti essenziali) ed & fabbricato in accordo ai requisiti di cui all'Allegato III della
sopra citata direttiva / It meets the (CE Directive 98/79 CE about in vitro diagnotic device
specifications established by the Italian law n- 332. dated Bt" September Z2000. The device is
made according to the specifications of the III attached of the above-mentioned directive.

Dichiara inoltre che la documentazione tecnica di supporto alla presente dichiarazione di
conformitd & conservata presso gli uffici dell’azienda e sara posta alla disposizione di chi
la richiede/declares that all technical documents attached to this conformity statment are
filed in our company and can be consulted by any authorized body on demand-

Data 07/01/201k
Issued on January 7t" 201k

SYNTESYS S.a-.s.

I1 legale rappresentante

0 Rug o
y >

e
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SYNTESYS

Cert. N.7111/3 Cert. N.6574/3

SYNTESYS S.R.L. UNIPERSONALE

VIA G. GALILEI, 10/3 - 35037 Z.I. SELVE DI TEOLO (PD)
TEL. +39 O49 9903866 R.A. FAX +39 049 9903867
CF./P.I./N.REG.IMP. PADOVA 03573950288

REA PD-320123 - CAPR.SOC. 20.700,00€¢

E-MAIL INFORSYNTESYS.IT - WEB WWW.SYNTESYS.IT
PEC POSTARPEC.SYNTESYS.IT

DICHIARAZIONE DI CONFORMITA’ UE

EU Declaration of conformity

Il sottoscritto, Rinaldo Ruggero legale rappresentante della ditta:
The undersigned, Rinaldo Ruggero legal representative of the company:

fabbricante/manufacturer

SYNTESYS S.r.l.

indirizzo/address

Via G. Galilei, 10/3 35037 Zona Industriale SELVE DI TEOLO (PADOVA) ITALY

O rappresentante il mandatario autorizzato entro la Unione Europea
or representing the authorized mandatary within the European Community

Mandatario autorizzato/authorized mandatary

indirizzo/address

Dichiara sotto la propria responsabilita che il prodotto/declares under his own responsability that the product:

Denominazione/Description

Codice/Code

Lotto/Lot

Classe di rischio / Risk class

Numero di registrazione unico (SRN)
/ Unique registration number (SRN)
UDI-DI di base / Basic UDI-DI

Classe A/ Class A
IT-MF-000027856
805414149PUNTALITY

Puntali gialli tipo Gilson da 0 a 200 pl / Yellow tips GILSON
type 0-200 pl

Data di scadenza/Expiry date 09.2025

E conforme secondo il Regolamento (UE) 2017/746 concernente i Dispositivi Medico-Diagnostici in vitro e soddisfa tutti i
requisiti specificati. Il dispositivo é stato classificato appartenente alla Classe A secondo la Regola 5 dell” Allegato VIII /

It complies with the Regulation (EU) 2017/746 concerning In Vitro Diagnostic Medical Devices and meets all the specified
requirements. The device has been classified as belonging to Class A according to Rule 5 of Annex VIII.

Dichiara inoltre che la documentazione tecnica di supporto alla presente dichiarazione di conformita é conservata presso gli
uffici dell’azienda e sara messa a disposizione delle autorita competenti secondo quanto prescritto dall’ Art. 10 punto 7 del
Regolamento. / It also declares that the technical documentation supporting this declaration of conformity is kept at the
company offices and will be made available to the competent authorities in accordance with the provisions of Art. 10 point 7

of the Regulations.

Teolo (PD), 07.10.2022

SYNTESYS S.R.L.
u 4
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SYNTESYS

Cert. N.7111/2 Cert. N.6574/2

SYNTESYS S.R.L. UNIPERSONALE

VIA G. GALILEI, 10/3 - 35037 Z.I. SELVE DI TEOLO (PD)
TEL. +39 O49 9903866 R.A. FAX +39 0495 9903867
CF./P.I./N.REG.IMP. PADOVA 03573950288

REA PD-320123 - CAPR.SOC. 20.700,00€¢

E-MAIL INFO@SYNTESYS.IT - WEB WWW.SYNTESYS.IT
PEC POSTARPEC.SYNTESYS.IT

DICHIARAZIONE DI CONFORMITA’ UE

EU Declaration of conformity

Il sottoscritto, Rinaldo Ruggero legale rappresentante della ditta:
The undersigned, Rinaldo Ruggero legal representative of the company:

fabbricante/manufacturer

SYNTESYS S.r.l.

indirizzo/address

Via G. Galilei, 10/3 35037 Zona Industriale SELVE DI TEOLO (PADOVA) ITALY

O rappresentante il mandatario autorizzato entro la Unione Europea
or representing the authorized mandatary within the European Community

Mandatario autorizzato/authorized mandatary

indirizzo/address

Dichiara sotto la propria responsabilita che il prodotto/declares under his own responsability that the product:

Denominazione/Description

Codice/Code

Lotto/Lot

Classe di rischio / Risk class

Numero di registrazione unico (SRN)
/ Unique registration number (SRN)
UDI-DI di base / Basic UDI-DI

Na Citrato 0,25 ml in pr. 12x86 mm t/rosa (freccia 1.25 ml VES-
freccia 2.5 ml COAG.) / Sodium citrate 0,25 ml pink stopper 12x86
mm with double level mark for E.S.R. and COAGULATION tube

Data di scadenza/Expiry date 08.2024
Classe A/ Class A

IT-MF-000027856
805414149PROVETTEDA

E conforme secondo il Regolamento (UE) 2017/746 concernente i Dispositivi Medico-Diagnostici in vitro e soddisfa tutti i
requisiti specificati. 1l dispositivo & stato classificato appartenente alla Classe A secondo la Regola 5 dell” Allegato VIII /

It complies with the Regulation (EU) 2017/746 concerning In Vitro Diagnostic Medical Devices and meets all the specified
requirements. The device has been classified as belonging to Class A according to Rule 5 of Annex VIII.

Dichiara inoltre che la documentazione tecnica di supporto alla presente dichiarazione di conformita & conservata presso gli
uffici dell’azienda e sara messa a disposizione delle autorita competenti secondo quanto prescritto dall’ Art. 10 punto 7 del
Regolamento. / It also declares that the technical documentation supporting this declaration of conformity is kept at the
company offices and will be made available to the competent authorities in accordance with the provisions of Art. 10 point 7

of the Regulations.

Teolo (PD), 08.09.2022

PRODOTTI E STRUMENTAZIONE PER ANALISI DI LABORATORIO - DISPOSABLE LABWARE
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Cert. N.7111/2 Cert. N.6574/2

SYNTESYS 8.R.L.. uNPERSONALE

VIA G. GALILEI, 10/3 - 35037 Z.|. SELVE DI TEOLO (PD)
TEL. +39 0495 9903866 R.A. FAX +35 OH8 9903867
CF./PL/NREGIMP. PADOVA 03573950288

REA PD-320123 - CARP.SQC. 20.700,00€

E-MAIL INFOBSYNTESYSIT - WEB WWW.SYNTESYS.IT
PEC POSTARPEC.SYNTESYS.IT

SYNTESYS

AUTHORIZATION LETTER

We, Syntesys S.R.L. having a registered office at Via G. Galilei 10/3,
35037 Selve di Teolo - PD - Italy, assign Sanmedico SRL having a registered
office at A.Corobceanu str., apt. 9, Chigsinau MD-2012, Moldova, as authorized
representative.

We declare that the company mentioned above is authorized to register, notify,
renew or modify the registration of medical devices on the territory of the
Republic of Moldova.

This letter is valid till 31.12.2021

Teolo, 05.01.2021

Rinaldo Ruggero
CEO and Legal Representative
SYNTESYS S.R.L.

| PRODOTT! E STRUMENTAZIONE PER ANALISI DI LABORATORIO - DISPOSABLE LABWARE
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Certificate

CISQ/ICIM S.P.A. has issued an IQNet recognized certificate that the organization:
SYNTESYS S.R.L.

Head Office and Operative Unit
Via G. Galilei, 10/1-2-3 - Zona Industriale - I-35037 Selve di Teolo (PD)
Operative Units
Via G. Galilei, 16 /1 - Zona Industriale - 1-35037 Selve di Teolo (PD)

Via San Benedetto, 48/A - Zona Industriale - 1-35037 Selve di Teolo (PD)
Via G. Galilei, 3 - Zona Industriale - I-35037 Selve di Teolo (PD)

has implemented and maintains a/an
Quality Management System
for the following scope:
Trading of products for laboratory analysis. Manufacturing of products for laboratory analysis and
sanitary products. Design and production management of sterile swabs for the collection and the
preservation of biological samples, also for surgical application, with or without transport medium.

which fulfils the requirements of the following standard:

ISO 9001:2015

Issued on: 2022-06-05
First issued on: 2013-06-05
Expires on: 2025-06-04

This attestation is directly linked to the IQNet Partner's original
certificate and shall not be used as a stand-alone document.

Registration Number: IT-83562

Alex Stoichitoiu Mario Romersi

President of IQNET President of CISQ

This attestation is directly linked to the IGNET Member's original certificate and shall not be used as a stand-alone document.
IQNET Members™:
AENOR Spain AFNOR Certification France APCER Portugal CCC Cyprus CISQ ltaly CQC China CQM China CQS Czech Republic
Cro Cert Croatia DQS Holding GmbH Germany EAGLE Certification Group USA FCAV Brazii FONDONORMA Venezuela ICONTEC
Colombia ICS Bosnia and Herzegovina Inspecta Sertifiointi Oy Finland INTECO Costa Rica IRAM Argentina JQA Japan KFQ Korea
LSQA Uruguay MIRTEC Greece MSZT Hungary Nemko AS Norway NSAI Ireland NYCE-SIGE Mexico PCBC Poland Quality Austria
Austria Sll Israel SIQ Slovenia SIRIM QAS International Malaysia SQS Switzerland SRAC Romania TSE Turkey YUQS Serbia

" The list of IQNET Members is valid at the time of issue of this certificate. Updated information is available under wwwignet-certification.com
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Certificate

CISQ/ICIM S.P.A. has issued an IQNet recognized certificate that the organization:
SYNTESYS S.R.L.

Head Office and Operative Unit
Via G. Galilei, 10/1-2-3 - Zona Industriale - I-35037 Selve di Teolo (PD)
Operative Units
Via G. Galilei, 16 /1 - Zona Industriale - 1-35037 Selve di Teolo (PD)

Via San Benedetto, 48/A - Zona Industriale - 1-35037 Selve di Teolo (PD)
Via G. Galilei, 3 - Zona Industriale - I-35037 Selve di Teolo (PD)

has implemented and maintains a/an
Quality Management System
for the following scope:
Trading of products for laboratory analysis. Manufacturing of products for laboratory analysis and
sanitary products. Design and production management of sterile swabs for the collection and the

preservation of biological samples, also for surgical application, with or without transport medium.

which fulfils the requirements of the following standard:

ISO 13485:2016
Issued on: 2022-06-05
First issued on: 2014-06-21
Expires on: 2025-06-04

This attestation is directly linked to the IQNet Partner's original
certificate and shall not be used as a stand-alone document.

Registration Number: 1T-93779

Alex Stoichitoiu Mario Romersi

President of IQNET President of CISQ

This attestation is directly linked to the IGNET Member's original certificate and shall not be used as a stand-alone document.
IQNET Members™:
AENOR Spain AFNOR Certification France APCER Portugal CCC Cyprus CISQ ltaly CQC China CQM China CQS Czech Republic
Cro Cert Croatia DQS Holding GmbH Germany EAGLE Certification Group USA FCAV Brazii FONDONORMA Venezuela ICONTEC
Colombia ICS Bosnia and Herzegovina Inspecta Sertifiointi Oy Finland INTECO Costa Rica IRAM Argentina JQA Japan KFQ Korea
LSQA Uruguay MIRTEC Greece MSZT Hungary Nemko AS Norway NSAI Ireland NYCE-SIGE Mexico PCBC Poland Quality Austria
Austria Sll Israel SIQ Slovenia SIRIM QAS International Malaysia SQS Switzerland SRAC Romania TSE Turkey YUQS Serbia

" The list of IQNET Members is valid at the time of issue of this certificate. Updated information is available under wwwignet-certification.com
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List of devices produced XEMA Co., Ltd.

Polmed.de

Vertretung und Reprdisentanz

XEMA Co., Ltd.

bld.48/4, 9th Parkovaya str.
Moscow 105264, RUSSIA,

Doc. 1/2022

| ©

registered in German (BfArM-DMIDS) with CE marking info@xema.ru; www.xema.ru
Form
Nomenclature term Catalog . EDMA number . . Certificate Registration
number Short name: Classification Class All changed by Registration number number date Exp. date
00313369
1. THYROID PEROXIDASE K131 aTPO EIA Cat. Nr K131 00082228
(INCL. MICROSOMAL) ANTIBODIES 12-10-03-01-00 other DE/CA59/1VD/13/44 00055095 2007-10-29
2. THYROGLOBULIN AUTOANTIBODIES | K132 aTG EIA Cat. Nr K132 12-10-03-04-00 other 00082229 DE/CA59/1VD/13/43 00055096 2007-10-29
3. MPO ANCA K133 aMPO EIJA Cat. Nr K133 12-10-90-09-00 other 00082229 DE/CA59/1VD/13/42 00055097 2007-10-29
4. TISSUE TRANSGLUTAMINASE K160; Anti-tTG IgG EIA Cat. Nr K160;
ANTIBODIES K161 Anti-{TG IgA EIA Cat. Nr K161 12-10-90-21-00 other 00082231 DE/CA59/1VD/13/41 00055098 2007-10-29
5. GLIADIN ANTIBODIES K180; Gliadin IgG EIA Cat. Nr K180, 00082232/
K181; Gliadin IgA EIA Cat. Nr K181 ; 00055099
KIS2A, Deamidated Gliadin IgA EIA, 12-10-90-06-00 other C(})lgilzggg;;y DE/CA59/1VD/13/40 2011-08-11
K182G Deamidated Gliadin IgG EIA
6. IMMUNOGLOBULIN E — TOTAL K200 Total IgE EIA Cat. Nr K200 12-02-01-02-00 other 00082233 DE/CA59/1VD/13/39 00055100 2007-10-29
7. THYROID STIMULATING HORMONE K201; TSH EIA Cat. Nr K201;
K201 A TSH Plus EIA Cat. Nr K201A 12-04-01-11-00 other 00082237 DE/CA59/1VD/13/38 00055103 2007-10-29
8. LUTEINISING HORMONE K202 LH EIA Cat. Nr K202 12-05-01-05-00 other 00082238 DE/CA59/1VD/13/37 00055104 2007-10-29
9. FOLLICLE STIMULATING HORMONE K203 FSH EIA Cat. Nr K203 12-05-01-04-00 other 00082239 DE/CA59/1VD/13/36 00055105 2007-10-29
10. HUMAN GROWTH HORMONE K204 GH EIA Cat. Nr K204 12-06-04-02-00 other 00082240 DE/CA59/1VD/13/35 00055106 2007-10-29
11. HUMAN CHORIONIC K205 HCG EIA Cat. Nr K205 00055107
GONADOTROPIN TOTAL 12-05-02-05-00 other 00082241 DE/CA59/1VD/13/34 2007-10-29
12. PROLACTIN K206 Prolactin EIA Cat. Nr K206 12-05-01-08-00 other 00082242 DE/CA59/1VD/13/33 00055108 2007-10-29
13. PROGESTERONE K207, Progesterone EIA Cat. Nr K207 ; 00082243/ 00055109 2025-05-25
K207S Salivary Progesterone EIA 12-05-01-06-00 other changed by DE/CAS59/1VD/13/32 2011-08-11 e
00120953
14. ESTRADIOL K208 Estradiol EIA Cat. Nr K208 12-05-01-03-00 other 00082244 DE/CA59/1VD/13/31 00055110 2007-10-29
15. TESTOSTERONE (WITH DEHYDRO K209 ; Testosterone EIA Cat. Nr K209 ; 00082245/
AND FREE TESTOSTERONE) K209S Salivary Testosterone EIA 12-05-01-10-00 other changed by DE/CA59/1VD/13/30 00055111 2011-08-11
00120954
16. CORTISOL K210 Cortisol EIA Cat. Nr K210 ; 00082246/ 00055112
K2108 Salivary Cortisol EIA 12-06-02-04-00 other changed by DE/CA59/1VD/13/29 2011-08-11
00120955
17. TRIIODOTHYRONINE K211 T3 EIA Cat. Nr K211 12-04-01-05-00 other 00082247 DE/CA59/1VD/13/28 00055113 2007-10-29
18. THYROXINE K212 T4 EIA Cat. Nr K212 12-04-01-07-00 other 00082248 DE/CA59/1VD/13/27 00055114 2007-10-29
19. FREE TRIIODOTHYRONINE K213 Free T3 EIA Cat. Nr K213 12-04-01-01-00 other 00082250 DE/CA59/1VD/13/26 00055115 2007-10-29
20. FREE THYROXINE K214 Free T4 EIA Cat. Nr K214 12-04-01-02-00 other 00082251 DE/CA59/1VD/13/25 00055116 2007-10-29
21. DEHYDRO-EPIANDROSTERONE K215 DHEA-S EIA Cat. Nr K215
SULPHATE (INCL. DHEA) 12-05-01-02-00 other 00082253 DE/CA59/1VD/13/24 00055117 2007-10-29
22. | 17 OH PROGESTERONE K217 (O Progesterone EIA 12-05-01-07-00 | other 00082256 DE/CAS9/TVD/13/22 00055118 |  2007-10-29
23. CANCER ANTIGEN 125 K222 CA 125 EIA Cat. Nr K222 12-03-01-06-00 other 00082257 DE/CA59/1VD/13/23 00055119 2007-10-29
24, CANCER ANTIGEN 19-9 K223 CA 19.9 EIA Cat. Nr K223 12-03-01-03-00 other 00082258 DE/CA59/1VD/13/21 00055120 2007-10-29
25. CARCINOEMBRYONIC ANTIGEN K224 CEA EIA Cat. Nr K224 12-03-01-31-00 other 00082262 DE/CA59/1VD/13/20 00055123 2007-10-29
26. ALPHAFETOPROTEIN K225 AFP EIA Cat. Nr K225 12-03-90-01-00 other 00082264 DE/CA59/1VD/13/19 00055124 2007-10-29
27. CANCER ANTIGEN 15-3 K226 M12 (CA 15.3) EIA Cat. NrK226 12-03-01-02-00 other 00082265 DE/CA59/1VD/13/18 00055125 2007-10-29




Form

Nomenclature term Catalog . EDMA number . . Certificate Registration
number Lo Classification e All changed by Registration number number date L34 GRYEE
00313369
28. | OTHER CANCER ANTIGENS K227, MUCI1 M22 EIA
K228 Cat. Nr K227;
MUCIL Mo0 EIA Cat. Nr K228 12-03-01-90-00 other 00082266 DE/CA59/IVD/13/17 00055126 2007-10-29
29. | OTHER OTHER TUMOUR MARKERS K232 Thyroglobulin EIA Cat. Nr K232 12-03-90-90-00 | other 00082267 DE/CAS59/1VD/13/16 00055127 2007-10-29
30. | B HUMAN CHORIONIC K235 Free beta HCG EIA Cat. Nr K235 00055128
GONADOTROPIN (INCL. SUBUNIT) 12-05-02-06-00 other 00082268 DE/CA59/IVD/13/15 2007-10-29
31. | PREGNANCY ASSOCIATED PLASMA | K238 PAPP-A EIA Cat. Nr K238
PROTEIN - A (DOWNS) 12-05-02-10-00 other 00082269 DE/CAS59/1VD/13/14 00055129 2007-10-29
32. | OTHER OTHER PLASMA PROTEINS K240 Alveomucin EIA Cat. Nr K240 12-01-90-90-00 other 00082270 DE/CA59/IVD/13/13 00055130 2007-10-29
33. | C-REACTIVE PROTEIN K250 CRP EIA Cat. Nr K250 12-11-01-09-00 other 00082271 DE/CA59/IVD/13/12 00055131 2007-10-29
34. | SEX HORMONE BINDING GLOBULIN | K268 SHBG EIA Cat. Nr K268 12-05-01-09-00 other 00082272 DE/CA59/IVD/13/11 00055132 2007-10-29
35. | TROPONIN (T + 1) K291 Troponin I EIA Cat. Nr K291 12-13-01-07-00 other 00082273 DE/CA59/IVD/13/10 00055133 2007-10-29
36. | IMMUNOGLOBULIN G K271 Total IgG EIA Cat. Nr K271 12-01-01-05-00 other 00082274 DE/CA59/IVD/13/9 00055134 2007-10-29
37. | IMMUNOGLOBULIN G SUBCLASS K272; T¢G2 EIA Cat. NrK272;
REAGENTS K274 18G4 EIA Cat, Nr K274 12-01-01-06-00 other 00082275 DE/CA59/1VD/13/8 00055135 2007-10-29
38. | IMMUNOGLOBULIN A K275 Total IgA EIA Cat. Nr K275
12-01-01-01-00 other 00082276 DE/CA59/IVD/13/7 00055136 2007-10-29
MM LOBULIN M K2 Total IgM EIA Cat. Nr K2
39 UNOGLOBU 77 olle Cat. NrK277 12-01-01-07-00 | other 00082277 DE/CASYIVD/13/6 00055137 2007-10-29
KQI13; AutoQon AT immunoassay control set 2025-05-25
Cat. Nr KQ13;
40. RHEUMATOID/AUTOIMMUNE KQ14; AutoQon ANA/ENA immunoassay
CONTROLS control set Cat. Nr KQ14;
KQl15 AutoQon ACL immunoassay control set 12-50-01-14-00 other 00082278 DE/CAS59/IVD/13/5 00055138 2007-10-29
Cat. Nr KQ15
41. | HORMONE CONTROLS KQ21 Pé‘;rtm;?l‘;‘(’)‘z“fm““oa“ay control set 12-50-01-04-00 | other 00082279 DE/CASYIVD/13/4 00055139 2007-10-29
42| TUMOUR MARKER CONTROLS KQ22 82;“3;’%8;’;““0355@ control set 12-50-01-10-00 | other 00082280 DE/CA59/TVD/13/3 00055140 2007-10-29
43. | CYFRA 21-1 K236 CYFRA 21-1 EIA 12-03-01-20-00 other 00120946 DE/CA59/1VD/13/45 00078973 2011-08-11
44. | CANCER ANTIGEN 724 K244 CA 124 EIA 12-03-01-05-00 other 00120947 DE/CA59/IVD/13/46 00078974 2011-08-11
4. Eggﬁ%g% THYROID STIMULATING | K20IN TSH-Neo EIA 12-04-01-03-00 other 00120948 DE/CA59/IVD/13/47 00078975 2011-08-11
46. | ESTRIOL K218 Free Estriol EIA 12-05-02-02-00 other 00120950 DE/CA59/IVD/13/48 00078977 2011-08-11
47. | IMMUNOGLOBULINE - K200S Specific IgE EIA
MONOTEST/MONORESULT - MULTI 12-02-01-04-00 other 00120951 DE/CA59/IVD/13/49 00078978 2011-08-11
AG
48. KAPPA AND LAMBDA CHAIN K279K Free kappa Igg light chain EIA,
K270L Free lambda lgg light chain EIA 12-01-01-20-00 other 00120952 DE/CA59/IVD/13/50 00078979 2011-08-11
49. | TRYPSIN NEONATAL K242 Neonatal IRT EIA Cat. Nr K242 12-01.90-08.00 other 00125311 DE/CASYIVD/13/51 00081283 2013-01-09
50. | NEURON SPECIFIC ENOLASE K234 NSE EIA Cat. Nr K234 12-03.90-08.00 other 00126089 DE/CASO/IVD/13/52 00081687 2013-03-20
51 OTHER OTHER TUMOUR MARKERS K239 HE -4 EIA Cat. Nr K239 12-03-90-90-00 other 00126090 DE/CA59/IVD/13/53 00081688 2013-03-20
52. | HSVIgG K104 HSV %2 1gG EIA (Cat. NrK104) 15-04-03-05-00 other 00127648 DE/CAS9/IVD/13/67 00082628 2013-09-10
53. | HSVIgM K104M HSV 72 1gM EIA (Cat. Nr K104M) 15-04-03-06-00 other 00127649 DE/CAS59/IVD/13/66 00082629 2013-09-10
54. | MYCOPLASMA ANTIBODY ASSAYS | K106 Mycoplasma IgG EIA (Cat. Nr K106) 15-01-08-03-00 other 00127650 DE/CAS59/IVD/13/65 00082630 2013-09-10
55. | SYPHILIS ANTIBODY ASSAYS TOTAL | K111 Treponema pallidum Total Ab EIA
15-01-03-03-00 other 00127651 DE/CA59/1VD/13/64 00082631 2013-09-10

(Cat. NrK111)




Form

Nomenclature term Catalog - EDMA number Certificate Registration
number et x2 Classification : All changed by Reglstration nmuber number date A date
00313369
56. | SYPHILIS ANTIBODY IGG K111G Treponema pallidum lgG EIA _ _
15-01-03-05-00 other 00127652 DE/CAS9/IVD/13/63 00082632 2013-09-10
(Cat. Nr K111G)
57. | SYPHILIS ANTIBODY IGM KI1IM | Treponema pallidum IgM EIA N
15-01-03-06-00 other 00127653 DE/CAS9/IVD/13/62 00082633 2013-09-10
(Cat. Nr K111M)
58 | H PYLORI ANTIBODY ASSAYS K119 H.pylori IgG EIA (Cat. NrK119) 15-01-04-03-00 other 00127654 DE/CA59/IVD/13/61 00082634 2013-09-10
59. | H PYLORIANTIBODY ASSAYS K119M H.pylori IgM EIA (Cat NrK119M) 15-01-04-03-00 other 00127655 DE/CAS9/1VD/13/60 00082635 2013-09-10
60. ASPERGILLUS Ki21 Aspergillus IgG EIA (Cat NrK121) 15-06-01-01-00 other 00127656 DE/CAS9/IVD/13/59 00082636 2013-09-10
61. OTHER OTHER BACTERIOLOGY K126 Ureaplasma 1gG EIA (Cat. Nr K126)
IMMUNOASSAY 15-01-90-90-00 other 00127657 DE/CAS9/1VD/13/58 00082637 2013-09-10
62. GIARDIA LAMBLIA K171 Giardia lamblia Total Ab EIA (Cat Nr171); 00127658 i 00082638 2013-09-10
K171X Giardia lamblialgG/IgM/IgA EIA 15-05-10-08-00 other changed by DE/CASY/IVD/13/57A1 | changed by changed
(Cat. No. K171X) 00147228 00082638 2019-02-27
. T _
o ;),E“S'ITE;‘ TEMOURMAREER BAETD FEIN EENUeaowSecen (08 N X20) 12-70-03-90-00 | other 00127659 DE/CAS9/IVD/13/56 00082639 2013-09-10
- 2%
o ;)EHS'ITE;‘ TUMBPIRMARESEZATD M REREAeC AN (Gl NeXT) 12-70-03-90-00 other 00127660 DE/CAS9/1VD/13/55 00082640 2013-09-10
63 ;)E“;TE'S‘ DURMAREER BAED X239 HERCARCNEIES (02 1 X230) 12-70-03-90-00 other 00127661 DE/CAS9/1VD/13/54 00082641 2013-09-10 2025-05-25
66. | IMMUNOGLOBULIN A IgA K276 SECRETORY IgA ;
(sIgA) EIA (Cat. No. K276) 12-01-01-01-00 | other 00132459 DE/CASYAVIVIMG. | ooosass7 | 20141215
67. ECHINOCOCCUS K175 Cestodes IgG EIA (Cat. No. K175) 15-05-10-04-00 other 00137730 DE/CAS9/1VD/13/72E 00087715 2016-09-08
68, DISTOMATOSIS K176 Fasciola IgG EIA (Cat. No. K176) 15-05-10-03-00 other 00137731 DE/CAS9/1VD/A3TIE 00087716 2016-09-08
69. | TESTOSTERONE (WITH DEHYDRO K219 Free Testosterane EIA (Cat. No. K219) I ; .
AND FREE TESTOSTERONE) 12-05-01-10-00 | other 00137732 DE/CASOAVDAIIOE | go087717 | 2016-09-08
70, HUMAN PLACENTAL LACTOGEN HPL | K246 Human Placental Lactogen EIA e :
(Cat. No, K246) 12-05-02-07-00 | other 00137733 DE/CASIAVD/IGIE | 0087718 | 2016-09-08
71, CANCER ANTIGEN 242 K243 CA 242 HA (Cat. No. K243) 12-03-01-08-00 other 00139880 DE/CAS9/1VD/13/73 00088906 2017-04-11
72. | INSULIN K267N Insulin EIA (Cat. No. K267N) 12-06-01-03-00 other 00145610 DE/CAS9IVD/13/77 00091667 2018-10-05
73, C-PEPTIDE K267C C~pepLidc ELA(Cat No. K267C) 12-06-01-01-00 other 00145608 DE/CAS9IVD/13/76 00091665 2018-10-05
. 9,
. IO{E{RgoINEllEGS NANCY TESTING K245 AMHHIA (Cat. Na K245) 12-05-02-90-00 | other 00145607 DE/CAS9/1VD/13/75 00091664 2018-10-05
7. iQNTU?Cl:’é?IUS CELL CARCINOMA K237 SCCA) HIA (Cat. No. K237) 12-03-01-35-00 | other 00145606 DE/CAS9/1VD/13/74 00091663 2018-10-05
4 7l .
76. | ASPERGILLUS K021 GalM Ag EIA (Cat. No, K021) SO0 000 o P SR ABV S 2019-02-27
“ozuado‘#
T,
- Polmed.de, Beata Rozwadowska
EC REP | Fichtenstr. 124, 90763 Furth
Germany email: info(@polmed.de

Made on the basis of an Exiract from the database www. dimdi de ("German Medical Device Information and Database System” (DMIDS)
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£3105264, r. Mockea, yn. 9-a Mapkosas, A. 48, 5 31.
(- +7 (495) 510-57-07

[ 8 800 505-23-45

< sale@xema.ru

{» www.xema-medica.com

10.02.2022
Hcx. Ne 10-01/02

STATEMENT

We, XEMA Co., Ltd. Having a registered office at 48, 9t Parkovaya
st., 104264 Moscow, Russia, assign Sanmedico Srl. Having a registered
office at srt. A. Corobceanu 7A, apt. 9, Chisindu MD 2012, Moldova, as
authorized representative in correspondence with the conditions of
directive 93/42/EEC, 98/79/EEC and 90/385/EEC.

We declare that the company mentioned above is authorized to

register, notify, renew or modify the registration of medical devices on
the territory of the Republic of Moldova.

Signature: Dmitry S. Kostrikin

Deputy general manager
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MANAGEMENT SYSTEM
CERTIFICATE

Certificate no.: Initial certification date: Valid:
282710-2019-AQ-MCW-FINAS 14 February 2019 15 February 2022 — 14 February 2025

This is to certify that the management system of

XEMA Co, LTD

bld. 48, 9-th Parkovaya str., Moscow, Russian Federation, 105264
and the sites as mentioned in the appendix accompanying this certificate

has been found to conform to the Quality Management System standard:

ISO 9001:2015

This certificate is valid for the following scope:

Design and development, manufacturing and sales of in vitro tests for food and feed
control, clinical and veterinary diagnostics and forensic investigations.

Place and date Zr Te marg Mo

Espoo. 14 February 2022 DNY - Business Assarance

o Keilaranta 1, 02150 Espoo, Finland
FINAS

S001 (EN ISOAEC 17021-1)

Kimmo Haarala
Management Representative

Lack of fulfilment of conditions as set out in the Certification Agreement may render this Certificate invalid.
ACCREDITED UNIT: DNV Business Assurance Finland Oy Ab, Keilaranta 1, 02150 Espoo, Finland - TEL: +358 10 292 4200. www.dnv filassurance




Certificate no.: 282710-2019-AQ-MCW-FINAS
Place and date: Espoo, 14 February 2022

Appendix to Certificate

XEMA Co, LTD

Locations included in the certification are as follows;

Site Name Site Address

Site Scope

XEMA Co, LTD bld. 48, 9-th Parkovaya str., Moscow,
Russian Federation, 105264

Design and development, manufacturing
and sales of in vitro tests for food and feed
control, clinical and veterinary diagnostics
and forensic investigations.

XEMA Co, LTD (production site) 2B, Trubetskaya str., Balashikha, Moscow
region, Russian Federation, 125000

Design and development, manufacturing
and sales of in vitro tests for food and feed
control, clinical and veterinary diagnostics
and forensic investigations.

Lack of fulfilment of conditions as set out in the Certification Agreement may render this Certificate invalid.

ACCREDITED UNIT: DNV Business Assurance Finland Oy Ab, Keilaranta 1, 02150 Espoo, Finland - TEL: +358 10 292 4200. www.dnv.filassurance
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Instruction for use

XEMA

PYKOBOACTBO NMOJIb3OBATENA

HABOP PEATEHTOB

Aana UMMYHO®EPMEHTHOIO ONPEAENEHUA
TUPEOTPOMHOIO rOPMOHA B CbIBOPOTKE (MJ1IA3ME) KPOBU

«TTr-nodA»

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION OF TSH
IN HUMAN SERUM OR PLASMA

TSHEIA

HOMEP MO KATANOTY K201
TY Ne 9398-201-18619450-2010

PETMCTPALUMOHHOE YOOCTOBEPEHWE
Ne OCP 2007/00665 oT 25 okTAbpa 2010 T.

AnTtnTena K BUY 1,2, Bupycy renatuta C n HBsAg oTcyTcTBYIOT
KOHTpOsbHble CbiIBOPOTKY, BXOAALIME B COCTaB Habopa, MHAKTUBMPOBaHbI.

W For 96 determinations/Ha 96 onpegeneHui

[Ons uH BUMPO AnMarHoCTUKM

“ C €
XEMA Co., Ltd.

A\ } The 9th Parkovaya str., 48 Authorized Representative in EU:
e 105264 Moscow, Russia Polmed.de

“ZZ@‘N¢ Telephone/fax: +7(495) 737-39-36; 737-00-40 Steinacker 20, D-73773

1 j e-mail: redkin@xema-medica.com Aichwald, Germany

K EX - internet: www.xema-medica.com e-mail: info@polmed.de
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K201I

HABOP PEATEHTOB
ans AMMYHO®EPMEHTHOIO OMNMPEAENIEHUA
TUPEOTPOIMHOIro rOPMOHA
B CbIBOPOTKE (MJIASBME) KPOBU «TTr-NdA»

1. HASBHAYEHME

1.1. Habop peareHtoB «TIT-UOA» npeaHasHayeH Ana  KOJIMYECTBEHHOMO
onpeaeneHns KOHUEeHTpauMm TUPEOTPOMNHOro ropMoHa B CbIBOPOTKE (Mnia3me) KpoBu
MeToA0M TBepA0da3HOro MUMMyHO(EPMEHTHOIO aHanm3a.

1.2. TupeoTponHbIit ropMoH (TTI) - FAMKONPOTEUH C MONIEKYNSAPHON Maccol OKOoJ10
30 k[da, cekpeTupyetcs nepegHen ponen runodusa. Monekyna TTI cocTouT U3 ABYX
HEKOBaJIEHTHO CBA3aHHbIX MNOAWMNENTUAHbLIX LUenen: anbda- n 6beta-cybbeanHuLbI.
CneumdnyHocTb U 6MONOrMYECKyld aKTUMBHOCTb TFOpMOHa onpegenser ero 6eta-
cybbeanHunua. TTT Bbi3biBAeT NPOAYKLUMIO U BblAENEHNE LUIMTOBUAHON XXene30M TMPOKCMHa
(T4) wn TpunoaTnpoHuHa (T3). lMpn yBenMyeHUM KOHLUEHTpauuMm 3TUX FOPMOHOB B
CbIBOPOTKE KpOBW cekpeumnsa TTI nHrnbumpyetcs; Ha060poT, Koraa ypoBeHb TMPEOUAHbBIX
rOPMOHOB YMeHbLUaeTcs, B runoduse ysennumsaetcs Bbibpoc TTI 1, cneaosaTesibHO,
yBennMymMBaeTcs MpovM3BOACTBO U BbIOPOC FOPMOHOB LUMTOBMAHON xenesbl. Cekpeuuns
TTT NOAYNHSAETCA LUMpKaAHbIM (OKOIOCYTOYHBIM) pUTMaM € akpodas3on B HOYHOE BpeMS.
Hanbonbwwuin yposeHb TTI Habnwopaetcs B yTpeHHue 4acbl (6 4yacoB). CyTO4Hble
KonebaHns He3HaunTeNbHbI, OAHAKO, €C/IN NOJlyYeHHble pe3ysibTaTbl HE COOTBETCTBYIOT
KIIMHUYECKOM KapTMHE 1 NapamMeTpaM APYrnX UCCIeA0BaHNI, PEKOMEHAYETCS MOBTOPHOE
nposefeHne aHanusa. [NokasaHuna K onpegeneHuio T1T:

1) AmarHocTuka HapylweHun GyHKUMK LWNTOBUAHOWM Xenesbl;

2) rmnotnpeos (yposeHb TTI noBblwaeTcs. [JuarHo3 MNOATBEPXAAETCA HU3KUMU
KOHUeHTpauusmMm obwero u cBO6OAHOMO TUPOKCMHA W  TPUMOATUPOHMHa. [lpu
CybKNMHNYECKOM NerkoM rmnoTupeose, korga ypoBHW T3 u T4 B npepenax HOpMbl,
onpegeneHune TTI S9BASETCA pellaloLWwmmM);

3) runeptupeo3 (cuMHTEe3 M cekpeuus TTT noAasneHbl); OLEHKa aAeKBaTHOCTU
3aMecTUTEeNbHOM Tepannn TUPOKCUHOM;

4) CKPVUHWHI BPOXAEHHOrO runotupeosa (Ha NATOM AHE >KM3HW ONpeaenstoT
ypoBeHb TT[ B NSATHE KPOBM Ha (punbTpoBanbHOW Gymare unm B CbIBOPOTKE KPOBW).
YpoBeHb TTI moBbiweH npu poxaeHun (go 35 MMEa/n), ogHako yepe3 HeCKOIbKMUX
AHen cHuxaeTtcs Ao 6a3anbHOro (Kak y Manb4ymKkoB, Tak U Y AEeBOYEK).

KoHueHTpaums TII yBenuumsaeTcs BO Bpema 6epeMeHHocTM. [loBbieHHOE
cojepxaHve ropMoHa Habnwpaetcs nocne  TXenblX  BU3MYECKMX  Harpysok.
MoHMXeHHOe AaBneHue U MOHMXEeHHasa TeMnepaTtypa TakKXe CTUMYIMPYIOT CEKpeLumio
TTI. KopTr301 M rOPMOH pocTa yrHeTatT cekpeuuto TTT. MNoHuKeHHoe coaepxaHune TTI
4yacTo HabnaaeTca y NOXUAbIX NoAeN, NPU XPOHUYECKOM NOYEeYHON He[0CTaTOYHOCTH,
LMppo3e neyvyeHu, 3amMeasieHHOM MO0BOM pa3BUTUW, BTOPUYHOM aMeHopee, CUHApOMe
KylwmnHra, akpomeranuu.
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XEMA

2. IPUHUUN PABOTbl HABOPA

OnpepeneHve TMPEOTPOMHOIrO FOPMOHAa OCHOBAHO Ha MCMOMb30BAHUN «CIHABUY»-
BapwaHTa TBepAoda3Horo UMMyHoMhepMeHTHOro aHannsa. Ha BHyTpeHHen NoBEPXHOCTH
JIYHOK MJaHLWeTa MMMObMAN30BaHbl MbIlUMHbIE MOHOKJ/IOHasbHbIE aHTUTeNa K 6eTa-uenu
TTlryenoBeka. BnyHkax nnaHweTa, npuaobasneHnmnccnegyemoro obpasua, nponcxoant
cBsA3bIlBaHWe TTI, coaepiallerocs B uccneayemom obpasue, C aHTUTENaMu Ha TBEpPAOM
¢aze. Obpa3oBaBLUMICSA KOMMIEKC BbISBASIOT C MOMOLbIO KOHbtoraTa (Fab2) pparmeHTa
MbILMHbBIX MOHOK/IOHaNbHbIX aHTUTen Kk 6erta-uenu TT[ 4yenoBeka C MepoKCUAA30M
XpeHa. B pesynbTaTe o6pasyeTcs CBA3aHHbIM C MIACTUKOM «C3HABWY», coaep Kalimin
nepokcmaasy. Bo Bpems mHkybaumm c pactBopoM cybcTpata TeTpameTunbeH3manHa
(TMB) nponcxoauT okpaluMBaHWe pacTBOPOB B SIyHKaX. MHTEHCMBHOCTb OKpacKu NpsiMo
NponopuUnoHanbHa KOHLEHTpauMnm TUPEOTPONHOro ropMoHa B uccnegyemMom obpasue.
KoHLeHTpaunio TUPEeOTPONHOro ropMoHa B MccneayeMbix obpasuax onpeaenstoT Mo
KannbpoBOYHOMY rpaduKy 3aBMCUMOCTM OMNTUYECKOW MJIOTHOCTM OT COAepXaHus
TUPEOTPOMHOro ropMoHa B KaJIM6pPOBOYHbIX Npobax.

3. AHAJTUTUYECKUE XAPAKTEPUCTUKHA

3.1. CneundmyHOCTb. [lepekpecTHass peakuus MbIWWHBIX MOHOKJIOHAMbHbIX
aHTuTen Kk 6eta-uenu TTI c ApyruMun aHanutTamu npuseaeHa B Tabnuue:

Ananut NepekpecTHas peakuma, %
XTI <0.1
nr <0.1
OCr <0.1

3.2. BocnpomnsBoanUMOCTb.

KoadduruneHT Bapuaunm pesynbTaToB oOnpeaeneHus cogepxaHus TTT B OAHOM
1 TOM Xe obpasLe CbiIBOpOTKM (MnasMbl) KPOBM C Ucnosib3oBaHneM Habopa «TTIM-UDA»
He npeBbiwaeT 8.0%.

3.3. JINHENHOCTb.

3aBMCUMOCTb KOHUeHTpauun TTT B obpasuax CbIBOPOTKM (MasMmbl) KpOBU Mpwu
pa3BeAeHnn UX CbiIBOPOTKOW (Naa3Moi) KpoBK, He coaepxaliert TTI, UMeeT NNHEeNHbI’
XapakTep B AMana3oHe KoHueHTpauuii 0.2-20.0 MME/n u coctaBnsieT £10.0%.

3.4. TOYHOCTb.

[aHHbIA  aHaNUTMYeCKMi napaMeTp MpOBEPSIeTCA TEeCTOM Ha <«OTKpbITME» —
COOTBETCTBME W3MEPEHHOM KOHUeHTpauun TIT npeanncaHHON, MOJy4YeHHOW nyTeMm
CMelUMBaHMS paBHbIX 0H6BEMOB KOHTPOJSIbHOW CbIBOPOTKU W KasiMbpoBOYHON Mpobbl
1.0 MME/n. MpoueHT «oTKpbITMa» coctaBnseT 90-110%.

3.5. YyBCTBUTENIbHOCTb.

MuHuUManbHas AocToBepHO onpeaensieMas Habopom «TTM-UDA» koHueHTpaums TTI
B CbIBOPOTKE (Nnna3Mme) Kposu He npesblilwaet 0.04 MME/n.
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Komnnekrtauus 5
CumBon

Konnuectso
1 SORB MTP 5wt
2| cai-s B O 1o T e © ")
3 CONTROL 5x0.8 Mn nnm 1x4 mn
4 CONJ HRP 5x14 mn unn 2x30 mMn
5 SUBS TMB 2x30 mn
6 BUF WASH 26X 2x50 mn
7 STOP 2x30 mn
8 NOO3 10 wT

5. MEPbl MPEAOCTOPOXXHOCTHU

5.1. lNMoTeHumanbHbIl puck npuMeHeHnst Habopa — knacc 1 (FOCT P 51609-2000).

5.2. Bce koMmnoHeHTbl Habopa, 3a ucknouveHnem cron-peareHta (5.0% pacrteop
CEPHOWM KNUCNOTbI), B UCMONb3YEMbIX KOHLIEHTPaLMAX SABASIOTCA HETOKCUYHBLIMU.

PactBop cepHoOli kucnoTel obnagaer pasgpaxawowum aencresveM.  Usberatb
pa3bpbi3rMBaHns 1 NoNagaHns Ha KoXy 1 cimsncTble. Mpu nonagaHum Ha KOXY U CIM3UCTble
NMOPAXXeHHbIN y4YacCToK CnefyeT NpoMbITb 60NbLUMM KONNMYECTBOM MPOTOYHONM BOAbI.

5.3. Mpwu pabote c Habopom cneayet cobnogaTth «[paBuna yCcTponcTBa, TEXHUKM
6e30nacHOCTM, MPOM3BOACTBEHHOMW CaHUTapuu, MNPOTUBOINUAEMUYECKOrO pexuMa W
JINYHOWN rurueHbl npu paboTte B nabopaTopusax (OTAeneHusx, oTAenax) CaHUTapHO-
3MNUAEMMOSIOTMYECKNX YUYpPEXAEHNI CcUCTEMbl MUHUCTEpCTBa 3apaBooxpaHeHns CCCP»
(Mockga, 1981 r.).

5.4. Npn pabote c Habopom crneayeT HajeBaTb OAHOPA30Bble Pe3VMHOBblE WM
N1acTUKOBbIE NepYaTKM, Tak Kak obpasubl KpOBKU YenoBeka cneayeT paccMaTpuBaTh Kak
noTeHunanbHO MHMOULMPOBaHHLIVA MaTepuarsn, CNoCobHbIN ANNTENbHOE BPEMSI COXPaHATb
v nepeaasaTb BUY, Bupyc renatuta unu ntobon aopyror Bo3byanTens BUPYCHOM MHDEKLMN.

6. OBOPYQIOBAHUE U MATEPUAJbI,
HEOBXOAWUMBIE NMPU PABOTE C HABOPOM
- ¢oTOMeTp BEpTMKANbHOIO CKaHMPOBaHUS, MO3BONSOWMIA N3MEPATL ONTUYECKYIO
NIOTHOCTb COAEPXMMOrO JIYHOK MiaHweTa npu AnnHe BofHbl 450 HM;
- TepMocCTaT, nojaepxuBatrownii Temnepatypy +37 °C £3 °C;
- [03aTopbl CO CMEHHbIMW HaKOHeYHMKaMu, no3sonswwme oTbmpatb 0b6beMbI
B AnanasoHe 25-250 mkn;
- UMAMHAP MEepHbI BMecTuMocTbio 1000 mn;
- BOAA AVUCTWI/IMPOBAHHAs;
-  nepyaTKy pe3nHOBbIE MUY NNACTUKOBbIE;
- bymara ¢punbTpoBanbHas.

7. NOArOTOBKA PEATEHTOB AJiA AHAJIU3A

7.1. lNepepn nposeaeHneM aHanmsa KOMMNoHeHTbl Habopa un nccnepyemble obpasuibl
CbIBOPOTKM (MN1a3Mbl) KpOBWM CnedyeT BblAepXaTb MNpW  KOMHATHOM TemnepaTtype
(+18...4+25 °C) He meHee 30 MUH.

7.2. MpuroToBJ/ieHMe NMJaHwWerTa.

BCKpbITb MakeT C MJaHWeTOM M YCTaHOBUTb Ha paMKy Heobxoammoe KOAM4ecTBO
cTpunoB. OcTaBLUMECS HENCMOJIb30BAHHbBIMW CTPUMbI, YTO6bI NPeAOTBPaTUTL BO3AENCTBUNE
Ha HUX BNaru, TWaTenbHO 3aKk1enTb Bymaron Ans 3aknemBaHuns niaHWweTa u XpaHUTb Npu
Temnepatype +2...+8 °C B Te4yeHne BCero cpoka rogHoctn Habopa.
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7.3. MNpurorossnieHne OTMbIBOYHOIO pacTBopa.

Coaepxunmoe dhnakoHa C KOHLEHTPATOM OTMbIBOYHOrO pactBopa (22 Mn), nepeHecTu
B MEpHbIA UMAMHAP BMecTuMocTbio 1000 Mn, gobaswute 550 Mn AucTMRnmMpoBaHHOM
BOAbl M TWATeNnbHO nepemelwwaTtb. B cnyyae apobHoro mcnonb3oBaHus Habopa cneayer
oTobpaTb HeobXoAMMOe KOSIMYECTBO KOHLIEHTpaTa OTMbIBOYHOMO pacTBOpa WM pa3BecTu
ONCTUNNMPOBAHHOW BoAoM B 26 pa3 (1 M/ KOHUeHTpaTa OTMbIBOYHOIO pactsopa + 25 mn
ANCTUNNIMPOBAHHOWN BOAbI).

8. YCJ/1I0BUA XPAHEHUA U SKCNJIYATALUU HABOPA

8.1. Habop peareHTtoB «TT-UDA» AO/MKEH XPaHUTbCS B YMaKOBKe MpeanpuaTus-
M3roToBUTENS NpU Temnepatype +2...+8 °C B TeueHue BCero Cpoka rogHoOCTH, yKa3aHHOro Ha
ynakoBke Habopa. lonyckaeTcs xpaHeHue (TpaHcnopTupoBka) Habopa npu temnepaType 40
+25 °C He 6onee 15 cyTok. He gonyckaeTcsi 3amopaxuvBaHue Lenoro Habopa. flonyckaercs
oAHoKpaTHoe 3aMopaxuBaHue (-20 °C) kasM6pOBOYHbIX NPO6 M KOHTPONbHOM
CbIBOPOTKM B aJ/IMKBOTaX.

8.2. Habop paccumtaH Ha npoBeaeHwe aHanusa B Aybnukatax 41 wnccneayemoro
obpasua, 6 KanuMbpoBOYHbIX MNpo6 M 1 npobbl KOHTPONILHOM CbIBOPOTKU (BCEro
96 onpeneneHnit).

8.3. B cnyyae gpobHoro ucnonb3oBaHuMsa Habopa KOMMOHEHTbI cneayeT XpaHWTb
cneayowmm obpasom:

- OCTaBLUMECS HEeWCNOoNb30BaHHbIMK CTPWMbl HEOBXOAMMO TLLATENbHO 3aKIenTb

6yMaron Ans 3akjiemBaHus MNnaHweTa U XpaHuTb Npu Temnepatype +2..+8 °C
B TeYyeHue BCero cpoka rogHoctn Habopa;

- KOHBlOrar, cybcTpaT, cTon-peareHT nocse BCKpbITUSA GpyIakoHOB creayeT XpaHUTb
npu Temnepatype +2...+8 °C B Te4eHune BCero cpoka rogHoctn Habopa;

- KannmbpoBOYHble NPO6bI M KOHTPOSIbHYIO CbIBOPOTKY MOC/AE BCKPbITUA (h/1akoHOB
cnenyeT XpaHuTb npu TemnepaTtype +2...+8 °C He 6onee 2 MecsLeB;

—  OCTaBLUMIACS HEWUCMONIb30BaHHbIM KOHLEHTPAT OTMbIBOYHOIO pacTBopa crneayet
XpaHuTb Npu Temnepatype +2...+8 °C B TeyeHne Bcero cpoka rogHoctn Habopa.
MpUroToBNEHHbIA OTMbIBOYHbLIA pPacTBOp cneayeT XpaHWUTb MpU  KOMHATHOWM
Temnepatype (+18..4+25 °C) He 6onee 15 cyTok wunu npu TeMmnepaType
+2...+8 °C He 6onee 45 cyTok.

MpumeyvaHue. locne MCNonb30BaHWS peareHTa HeMeASIeHHO 3aKpblBaWTe KPbILIKY

dnakoHa. 3akpbiBaiTe Kaxabli prakoH CBOENM KPbILLIKOMN.

8.4. 1na nposefeHMa aHanu3a He CreayeT WCMo/b30BaTb MEMONU3MPOBAHHYIO,
MYTHYO CbIBOPOTKY (M/1a3My) KPOBM, @ TakxXe CbIBOPOTKY (Nna3My) KpoBU, coAepiKallyto
asua HaTpusa. Ecnn aHanus NnponsBoanTCS He B IeHb B3STUS KPOBW, CbIBOPOTKY (Nia3my)
cnefyeT XxpaHutb npu TemnepaTtype -20 °C. MNoBTOpHOE 3aMOpaxuBaHWe-oTTamBaHue
06pasuoB CbIBOPOTKM (MNa3Mbl) KPOBW He AonyckaeTcs. [lonyckaeTcs uccnenosaHue
CbIBOPOTOK, XpaHeHWe KOTOpblX C MOMeHTa 3abopa KpOBM OCYLECTBAANOCH MNpU
TemnepaType oT +2 °C go +8 °C He 6onee 7 cyToK.

8.5. NckntovaeTca mncnonb3oBaHwe Ana aHanwmsa o6pasuoB CbiBOPOTKM (Ma3Mbl)
KPOBW NtOAeN, NONyYaBLWMX B LENsSX AMAarHOCTUKW WAM Tepanuu npenapaTtbl, B COCTaB
KOTOPbIX BXOAAT MbILUWHbIE aHTUTENa.

8.6. MNpn wucnonb3oBaHMM Habopa Ans nNpoBeAeHUMS HECKOSbKMX He3aBUCUMbIX
cepuii aHanu3oB cneayeT UMeTb B BUAY, YTO AN KaXAOro He3aBMCMMOro ornpeaeneHus
Heo6Xx0AMMO NOCTPOEHME HOBOIO KaNnMbpOBOYHOIO rpadrka; KpoMe 3TOro, peKoOMeHAyeTCs
onpefeneHne KoHUeHTpauun TTI B KOHTPOJIbHOM CbIBOPOTKE.

8.7. [lna nonyyeHns HafeXHbIX pe3ysbTaToB HeobxoAMMO cTporoe cobniogeHue
PYKOBOACTBa Monb30oBaTens no npuMeHeHuto Habopa.

8.8. He ncnonb3yiite KOMNOHEHTbI U3 APYTrMX HAbOPOB MM N3 aHaNorMYHbIX Habopos
APYTUX Cepuit.
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10. OOXKMWAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasiCcb Ha pe3yfibTaTax uccnenoBaHuii, npoBefAeHHbIX 000 «XEMA»,
peKkoMeHAyeM MOosib30BaTbCA HOpMaMu, TMpUBEAEHHbIMKU HUxXe. BMecte c Tew,
B cooTBeTcTBMM C npaBunamm GLP (Xopowen nabopaTopHOM MpakTUKK), Kaxaas
nabopatopusa Ao/HKHa Ccama onpefenuTb MNapaMeTpbl HOPMbl, XapaKTepHble ANns
obcneayemolii nonynsiumn.

MpumeuaHme. 3HayeHUa KOHUeHTpaumh TII B uccneayembix obpasuax,
HaxoAsilMecss HuXe rpaHuubl 4YyBCTBUTENbHOCTM Habopa (0.04 MME/n), a Takxe
npeBbillaloWme 3Ha4yeHne BepxHen KanmbposouHoi npobbl (20.0 MME/n) cneapyet
npuBOAUTL B Crieaytolein dopme: B uccnenyemom obpasue X KoHueHTpaumnsa TTT Huxe
0.04 MME/n vnu Bbiwe 20.0 MME/n.

Uccnepyeman Eauunubl, MME/n
ARyang Huxunit npegen Bepxuuii npepen
340poBble AOHOPbI 0.3 4.0
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Instruction for use

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION OF TSH
N HUMAN SERUM OR PLASMA

1. INTENDED USE

A solid-phase enzyme immunoassay for the quantitative determination of TSH
in blood serum or plasma.

This kit is designed for measurement of TSH in blood serum or plasma. For possibility
of use with other sample types, please, refer to Application Notes (on request). The kit
contains reagents sufficient for 96 determinations and allows to analyze 41 unknown
samples in duplicates.

2. SUMMARY AND EXPLANATION

Thyroid stimulating hormone (TSH) is a glycoprotein with molecular weight
ca.30 kDa which is secreted by hypophysis. A molecule of TSH consists of two
noncovalently bound subunits: a- and B-HCG. B-subunit determines biological activity
and immunological specificity of TSH.

TSH stimulates thyroid gland to secrete thyroid hormones. TSH secretion
in hypophysis is controlled by a negative feedback regulation by thyroid hormones. TSH
secretion is subject to circadian rhythms with highest levels seen early in the morning
(6 a.m.). Changes of TSH blood level during a day are not significant; nevertheless,
if the results do not correspond with clinical status and other laboratory data, it is
recommended to take and test another blood sample.

Determination of TSH level in serum is recommended in the following states and
conditions:

1. Diagnostics of dysfunction of the thyroid gland;

2. Hypothyroidism (TSH level is increased. The diagnosis is confirmed by low
concentrations of total and free T4 and T3. In mild subclinical forms when T4 and
T3 levels are within normal ranges, determination of TSH concentration is critical);

3. Hyperthyroidism (synthesis and secretion of TSH are inhibited); monitoring
of replacement therapy;

4. Screening for inherited hypothyroidism (on day 5 after birth TSH level in blood
is determined). TSH level is elevated just after birth but it comes within the normal
range in several days (both in boys and in girls).

Serum TSH level is elevated during pregnancy, after physical stress, in individuals
with lowered blood pressure and lowered temperature. Secretion of TSH is inhibited
by Cortisol and Growth hormone. Low TSH levels are often seen in elderly people,
in patients with chronic renal insufficiency, liver cirrhosis, in retardation of sexual
development, in secondary amenorrhea, Cushing syndrome, acromegaly.

In a present test system, B- chain specific monoclonal antibody XTB78 is used
as capture reagent; enzyme-labelled (Fab2)-fragment of another B- chain specific
monoclonal antibody XTB11 is used as tracer. This combination enables to minimize
both cross-reactive reactions with other pituitary hormones and false positivity caused
by anti-species antibodies.
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3. PRINCIPLE OF THE TEST

This test is based on two-site sandwich enzyme immunoassay principle. Tested
specimen is placed into the microwells coated by specific murine monoclonal to
B chain human TSH-antibodies. Antigen from the specimen is captured by the antibodies
coated onto the microwell surface. Second antibodies - murine monocnoclonal
to (Fab2)-fragment of B chain human TSH, labelled with peroxidase enzyme, are then
added into the microwells. After washing procedure, the remaining enzymatic activity
bound to the microwell surface is detected and quantified by addition of chromogen-
substrate mixture, stop solution and photometry at 450 nm. Optical density in
the microwell is directly related to the quantity of the measured analyte in the specimen.

4. WARNINGS AND PRECAUTIONS

4.1. For professional use only.

4.2, This kit is intended for in vitro diagnostic use only.

4.3. INFECTION HAZARD: There is no available test methods that can absolutely
assure that Hepatitis B and C viruses, HIV-1/2, or other infectious agents are not
present in the reagents of this kit. All human products, including patient samples, should
be considered potentially infectious. Handling and disposal should be in accordance
with the procedures defined by an appropriate national biohazard safety guidelines
or regulations.

4.4. Avoid contact with stop solution containing 5.0% H,SO,. It may cause skin
irritation and burns.

4.5. Wear disposable latex gloves when handling specimens and reagents.
Microbial contamination of reagents may give false results.

4.6. Do not use the kit beyond the expiration date.

4.7. All indicated volumes have to be performed according to the protocol. Optimal
test results are only obtained when using calibrated pipettes and microplate readers.

4.8. Do not smoke, eat, drink or apply cosmetics in areas where specimens or kit
reagents are handled.

4.9. Chemicals and prepared or used reagents have to be treated as hazardous
waste according to the national biohazard safety guidelines or regulations.

4.10. Do not mix reagents from different lots.

4.11. Replace caps on reagents immediately. Do not swap caps.

4.12. Do not pipette reagents by mouth.

4.13. Specimens must not contain any AZIDE compounds - they inhibit activity
of peroxidase.

4.14. Material Safety Data Sheet for this product is available upon request directly
from XEMA Co., Ltd.

4.15. The Material Safety Data Sheet fit the requirements of EU Guideline 91/155
EC.

Document: K201I Instruction version: 1901 Format version: 012

10



XEMA

VI3 HSL
V/N sod 199ys ejep DO 0102 | 0T
ysi1bua ‘via
V/N sod HS.1 uononJisur | ¥I13d2I1T0CH | 6
V/N sod adey bujjess aje|d €00N| 8
pioe ounydins jo jw T
9jepdxa |pun| ssaunojod | saod uoI3N|oS |OA/|OA %0°S ‘uonnjos dois dolSs| 2
1Y e sAep
ST 40 Do 8-C
1e sAep
S — uonn|os W ze
Buiysem pain|ia 9AReRAIRSaId |'X9Z 91BJ3UDDU0D X9¢C
91ep-dxa j13un e se QQsulDoJd suiejuod ‘(Qz usaml) Juabiaiap uonn|os HSVYM
- 93RJURDUO) | ssaNnojod | sod pue 3pLIoJYd WNIPOS JO UOIIN|0S snoanbe Bbuiysem 4nd| 9
‘uonn|os (gL1) auipizuagjAyiawelya} | |w T ‘uoin|os diNL
9jep-dxa |pun| sssnojod | sod juauodwoo-3|buls asn-o03-Apea. jeJsqns sdns| s
9Ap an|q 1yblig pue aAieAIasald se jouayd
9%T'0 Ssuiejuod ‘(gz-uaam] ) Juabiaiap pue djiw
9UIAOQ WOJ) UI9Sed Y3IM uoinjos paJajing ajeyd
-soyd uo pajn|ip asepixolad ysipelasioy yiim
pajdnod Hs] uewny uieyd g jo yusawbedj-(zqed) jw T
93jep-dxa |un an|q sod 03 |PUODOUDOUOW BUMNW JO UOIIN|OS Snoanbe ‘23e6n[U0) [d¥H CNOD | ¥
$S9[4N0J0d ‘|jouayd 94, T°'0 - 9AlRAIDSId
fuoin|os ulesed yim HS1 Jo Jusjuod ybiy (lw 8'0)
syjuow g| ssajnojod | sod UM ‘wnuas uewny pajoalasald Jo uoin|ip winJas |0J43u0) | JOYLINOD| €
, \_SE“_ 0¢
.0T -G T :C'0
!0 :sJojesqlyed
9 SuUIRlUOD 13S
9Ap pa13ybLiq| Byl |w g - 1D
sujejuod osje {jouayd 9,10 — @AlBAJISSDId | J0olRIql|RD 043Z
(ss9J4noj0d ‘Uu0I3N|0S UldsSed ‘WnJas sasioy pajda|asa.d ‘yoea |W 80
syjuow ¢| - 1D) pa4 |sod 40 patayng ajeydsoyd ul painjip HS1 uewny 19s Jojelqiied | 9-T VD C
HS1 uewny uieyd g 03 |euojpouowl S||9M ZTX8 dlIN
9jeprdxa |iun sod dUIINW Y}IM pa3R0D S|[dMOIDIW dualAisAjod | ‘sdiu3s vI3 HSL ayos| 1

1M BU3 JO SUDU0D "T'§

SLNINOdWOD 1IX S

Format version: 012

Instruction version: 1901

Document: K201I

11



K201I

5.2. Equipment and material required but not provided

Distilled or deionized water;

Automatic or semiautomatic multichannel micropipettes, 100-250 ul, is useful
but not essential;

Calibrated micropipettes with variable volume, range volume 25-250 pl;

Dry thermostat for 37 °C £3 °C;

Calibrated microplate photometer with 450 nm wavelength and OD measuring
range 0-3.0.

5.3. Storage and stability of the Kit

Store the whole kit at +2...+8 °C upon receipt until the expiration date.

After opening the pouch keep unused microtiter wells TIGHTLY SEALED BY ADHESIVE
TAPE (INCLUDED) to minimize exposure to moisture.

6. SPECIMEN COLLECTION AND STORAGE

This kit is intended for use with serum or plasma (ACD- or heparinized). Grossly
hemolytic, lipemic, or turbid samples should be avoided.

Specimens may be stored for up to 48 hours at +2..+8 °C before testing. For
a longer storage, the specimens should be frozen at -20 °C or lower. Repeated freezing/
thawing should be avoided.

N

7. TEST PROCEDURE

.1. Reagent Preparation

All reagents (including unsealed microstrips) should be allowed to reach room
temperature (+18...+25 °C) before use.

All reagents should be mixed by gentle inversion or vortexing prior to use.
Avoid foam formation.

It is recommended to spin down shortly the tubes with calibrators on low speed
centrifuge.

Prepare washing solution from the concentrate BUF WASH 26X by 26 dilutions
in distilled water.

7.2. Procedural Note:

It is recommended that pipetting of all calibrators and samples should be completed
within 3 minutes.

7.3. Assay flowchart

See the example of calibration graphic in Quality Control data sheet.
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8. QUALITY CONTROL

It is recommended to use control samples according to state and federal regulations.
The use of control samples is advised to assure the day to day validity of results.

The test must be performed exactly as per the manufacturer’s instructions for use.
Moreover the user must strictly adhere to the rules of GLP (Good Laboratory Practice)
or other applicable federal, state, and local standards and/or laws. This is especially
relevant for the use of control reagents. It is important to always include, within the
test procedure, a sufficient number of controls for validating the accuracy and precision
of the test.

The test results are valid only if all controls are within the specified ranges and if all
other test parameters are also within the given assay specifications.

9. CALCULATION OF RESULTS

9.1. Calculate the mean absorbance values (OD450) for each pair of calibrators
and samples.

9.2. Plot a calibration curve on graph paper: OD versus total TSH concentration.

9.3. Determine the corresponding concentration of total TSH in unknown samples
from the calibration curve. Manual or computerized data reduction is applicable on this
stage. Point-by-point or linear data reduction is recommended due to non-linear shape
of curve.

9.4. Below is presented a typical example of a standard curve with the XEMA Co.
Not for calculations!

Calibrators Value Absczzl)sa;)nﬁiqL)Jnlts
CAL 1 0 mIU/I 0.08 o -
CAL 2 0.2 mIU/I 0.13 .
CAL 3 1 mIU/I 0.23 F -
CAL 4 5 miy/I 0.73
CAL5 [ 10 mIU/I 1.30 :
CAL 6 20 mIU/I 2.04
I ‘
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10. EXPECTED VALUES

Therapeutical consequences should not be based on results of IVD methods alone -
all available clinical and laboratory findings should be used by a physician to elaborate
therapeutically measures. Each laboratory should establish its own normal range for
TSH. Based on data obtained by XEMA, the following normal range is recommended
(see below). NOTE: the patients that have received murine monoclonal antibodies for
radioimaging or immunotherapy develop high titered anti-mouse antibodies (HAMA).
The presence of these antibodies may cause false results in the present assay. Sera from
HAMA positive patients should be treated with depleting adsorbents before assaying.

Sex. age Units, miU/I
129 Lower limit Upper limit
Healthy donors 0.3 4.0

11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt
HCG <0.1
LH <0.1
FSH <0.1

11.2. Analytical sensitivity. Sensitivity of the assay was assessed as being 0.04 mIU/I.

11.3. Linearity. Linearity was checked by assaying dilution series of 5 samples with
different TSH concentrations. Linearity percentages obtained ranged within 90 to 110%.

11.4. Recovery. Recovery was estimated by assaying 5 mixed samples with known
TSH concentrations. The recovery percentages ranged from 90 to 110%.
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‘edoglded OJOHhOSIAWLO LW QGZ OU UMMHAL 929 09 BUHBLEeQOT
WalAu ged g elamHelU UMHAL dLliawodu M WauHegoduULHEMST UK
(eo0oeH oloHUAdLOOTOE oiamowou D ‘dawmdueH) wsuhneduude
MOHAL 20WNXdawod dLnuerA NUNMeQAMHU UMHBRHOMO Ol "G/
Do L€ 9dALedaunwaL ndu LAHMW Q9 SMHIKAL 8 019 9Le90dUQANHUN U
B1OMHEeLL BUHREUILMRE BUT MOIRWAQ LOMHRLL 9LUBLNRE "/
"HUW QT-G @MHahaLl g nidagenodu
MIHAY g goneedgo SMHID9HG
‘naodx (1aweeru) nyrodoaiad aoneedgo
XIGW2ATOLOOUN W G OU XBLeMUUQAT 8 ULD9HE MMNHAL SI9HALRLD0
g ‘mLrodogi9d WYoHAurodiHOM M 1990du KMOHhogodguLeX LW QS
oU XeLedUUQAT g WMMHAL SMIMOIAGLOL98.1000 8 WLDBHYG "€/
*BLRIOIGHON LW QT OU UMHAL 928 08 ULJ9HY "Z2'/
"BUHALURTadUO 191eLqrAgad 91eXeMIM LOXOW goneedgo
smMHauaegeed BUT goLlHalead n godadAg XxmiAdE smnHegosaLoud|
‘U/AWW 0 Agodu  olAHhosodguuex  BAgduoudou  ‘nidogeced

OWMT'OXQO3H elamHeuu

OHAUDLUHLOLOT 13ATOLD 019 ‘U/JWW Q¢ loemiagadu aneedgo|
WOWDATaLDOM 8 ] | BMTNedLHINHOY sewaelewouradu Uwd3 *1°/
VEUUVHY 31HITId0dU £

*1AD QT 9909 9H D, 8-7+ 9dALedauwal ndu num "1Ad

Z 99109 9H (Do GZ-8T+) 2dALedsuwaL WMOHLEHWOX Mdu 9inHedx|
soLaeddAuor  dogitoed  WIGHLOSIAWLO  WIGHHBL'E0L101Md]]

‘(19708 YoHHegOdULLNLONT G0WD9Q0 Q7 + BLRdLHOTHON WO490

1) €ed Tz 9 yorwos WoHHesoduuLMLOMT unidsgeed n edoaided

0JOHhO8I9W10 BLRALHIMHON 09109hULON DOWUITOXQOSH 9.1edgo.Lo)
19ATouD edogeH BWMHEEOEAUOLDU O0l10HQOdT dehAud g

*qLemawadau

OHAUALeIML M 19708 WOHHREOdUULNLOUT LW Qfpf 9LlMaegqor ‘UnW

00S Oi9100WM1O9WE dTHUUMN KiI9HdSW 8 widaHadau edosaided
0JOHhOEIGWLO WOLRdLHIMHOM D eHOMeud dowmnxdaro)
‘edogioed 0JOHhOGI9WL0 anHaLgoLolndl] "9 9

‘edogeH MLD0HTO. exodd

019289 9MHDh3AL 8 D, 8-7+ 9dALedauwal ndu axaodeuA g 9LmHedx u

BLIMHELL BUHREUBLMEBE BT NOLHIL NOMUUL 91LUBLUMNRE OHALRLRITY

OWMTOXQO9H ‘miews XWH BH audlopareod dimiedaiowadu

19901h  ‘1I9uUMdld WWIGHHREOEGUOLDUDH KIIMMERLOQ ‘Lexauou

9H OiMHOHEedX AWOHAUDLMUT ‘h T ©OWHOhOL 8 9LRdOETLOLIU

19ATaWD 19umndid aiquiadydg ‘gaoumndid 081I9hULION SOWUTOXQODH
Aiwed BH 9LMEOHEBLDA M WOLdMHeLU O Ladeu 4dwadydg
‘eLlaMHerU anHawaoLolndl] "G 9

‘oxLodogiad

MOHAUOdLHOY 8 ]| SuHawaraduo vd1oATHOWOMSd ‘0loLe awody

‘edundeds oloHhogodguuey 01090H SMHI0dLOOU OWWUTOXQOSH

BUHALRTOALO OJOWMOMEREDH OJOTKEM BUT Olh ‘ATME & d1awn

19ATOUD g0ENLrBHE YNADD XIGWUD-UEREDH XUNALOMDDH BUHRTRg0dU
BUT «YOU-J11» 90LHa1ead edogeH unHeaosaroudun ndll "9

‘elHeadodHOM 98.109heX 9

BudLeH Tuee avmexdarod ‘19needgo a1awaATaLIoM axdiel e ‘naodx

(laweewu) wmxiodogiad 19needgo  SI9HLIAW  ‘S19HHRE0dUENLOWD
91eE0€9LOLUIN 19ATAUD 9H eevueHe BMHATogodu BUI "¢€'9

‘quaTaH

Z 99109 9H Do 07 JAHMW adALedauwal ndu UMUK h $Z 99U0Q OH

Do 8-7+ odALedsuwal udu qimHedX BOLIERMDIAUOY ‘eenueHe But|
a1awaAgquouon ‘naody (1aweewu) wdrodogiqd 19needgQ Z'9

"HUW Q€

99HOW 9H (Do GZ-8T+) 2dALedsuwWaL WOHLRHWOM udu diexdamiag

19ATaLUD mnaody (1aweewu) myiododiqad 19needgo SI9WIATILIIN U
edogeH I91HOHOLWOX PBEULBHR WaMHAWagodu wadall °'T'9
'VEVUVHY BUT 901H31vad v¥gao0L1oJou
19NEVdI0 JIGWIAINENLVHY "9
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‘edogeH oinHaHawndu ou MUNMALOH|| SMHBT0INg0D 9010d1))
OWMITOXQOSH goLlelduAsad XIGHXSTeH BUHDhALOU BUT H°0T

‘edogeH WLOOHTOL ex0dd 01928 SUHIhAL

9 Do, 8-+ odAredsuwsLr mdu qimHedx wsdloeddAuol edosaided
0JOHhOSI9GW10 LRdLHIMHON WIGHHREOEIAL'OLDUSH BOYMMERLIO -

1142 0og

99U0Q 9H Do 8-7+ oadAredsuwar wudu uum "1AD G 99L0Q

9H (Do G7-8T+) odALedsuwWdL MWOHLEBHWOX undu  9inHedx|
BoloeMdAuor dogioed WIGHROSIAWLO  UIGHHAwgoLrodndu -

‘edogeH MLO0OHTOL EeX0dD 01929 SMHBhAY

9 Do 07 JAHMW adALedsuwal ndu - BMHOHRAX OJOHALRLULT 93L0Q|

MIDOWNITOXQOSH Mdu !'08W ¢ 9909 3H D, 8-¢+ odALredsuway

ndu aivHedx BoLaeddAuor (goHodeud) dodugodu BuLadyDg
auoou Aiodogi9d oiAHAurod1iHONM 1 19godu s19HhogodguLey -

‘edogeH

MID0HITOl edodd 01929 SMHohaL 8 D, 8-7+ odAledsuwar udu

qinmHedx BI1aeMdAUOT eHOMeuwd BMLI9dydDEg audou LH1ead-Lol1d U
(9 1) eHuTMeEHagUMLaWRdLaL e1ed1dogAd dogroed ‘LeIOIAHON -

‘edogeH MLJOHTO

ex0dd 01908 SMHOKAL 8 Do 8-7+ odALedsuwal ndu axaodeuA g

qiMHedx M elOMHeLL BUHREUBLMRE BUT YOLHAL WONLUL 9LUDLMEE]
OHAUALeML 19uMdld MWIGHHREOEIGUOLOMAH KDUMERLD0 -

!1eXAUTOU 9H OIMHOHEAX AWOHALR1NLT
'h T 9MH3hAL 8 9LRE0E9UOLOU 12ATBLD 19undLd ai19Li9dMog -

:WoEedgQo WMMOIATBLD qimHedX L3ATOLD I19LHOHOLIWOY
edogeH BMHeEEOEdUOLDM  OloHQodT 9enrAld g €07

*g0UNdLD BINSULIWOM 01928 UMHREOETLIOLION

ndu ynHawraraduo 96 01928 - uxLododigd YoHarod.LHOM 1990du T U

godu x19Hhogodguuey 9 ‘eneedgo OJOHLIJEEMDH T XeLeXULQAT]
9 PBEMURHE oMHAaWegodu eH Hewhdoed dogeH ‘Z'0T

*1AD G 9309 dH Do STH

or adALedauwaL ndu edogeH
(exgaoduidoudHedl) 9MHIHedX Bo1oeMdAuoly

*(*D9W ZT) WLDOHTOJ ex0dd 019089 SUHDKAL g

Do 8-+ 2dALedauwal ndu suaLngoLolen-suismnduradu axgaodeuA
g Bd9lMHedX HaXLOW «ydU-Jll» goirHalead dogeH "T°QT
VdOaVH UNTMV.LVAULIONE N BUHIHVYAX BUFOLDA 0T

‘BUHaTa8ged

doied eH ierquAead WUIGHHOKALOU ALMXOHWA ‘nuntfogcedwadu

nagedgo uiIawaAequoudm uwd3 'xeneedgo XiIAwaATaudouM g8 ||
anHexdarod Axndeds AwoHhogodguuey ou qimuaraduQ 'Z'6
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Cumson / Symbol

3HauveHue cumBona / Symbolize

Mpowussoantens / Manufacturer

[Hata npoussoacTsa / Date of manufacture

Homep no katanory / Catalogue number

(o]

-

Homep cepwun / Batch code

3
3
2
z
H

Mcnonb3oBaTh Ao (roa-mecau) / Use By

OrpaHuueHne TemnepaTtypbl / Temperature limitation

-

VI

o

TONbKO ANSA VH BUTPO AMArHOCTUKM /
In Vitro Diagnostic Medical Device

BHumaHue! / Caution, consult accompanying documents

He ncnonb3oBaTb Npu HapyLIEHUN LIENOCTHOCTU yNaKoBKM /
Do not use if package damaged

I@%I%

SORB MTP

MnaHwert / EIA strips

CAL

KannbposoyHble npobbl / Calibrator set

CONTROL

KoHTposnbHas ceiBopoTka / Control sera

KoHbloraT / Conjugate

SUBS TMB

PacTBop cy6cTpaTta TeTpameTunbensmanHa (TMB) /
Substrate solution

BUF WASH 26X

KOHLLeHTpaT 0TMbIBOYHOIO pacTtsopa /
Washing solution concentrate

STOP

Cron-peareHT / Stop solution

DIL

N®A-Bydep / EIA buffer




YBaxaembin Knuent!

Ecnuenpouecce paboTbl c Hawrmu Habopamy Bam noHago6vnvcb NnacTrkoBble BaHHOUKM A1 KUAKMAX
peareHToB, 0HOPa30Bble HAKOHEUHVKN AN [J03aTOPOB UAN AOMONHUTENbHbIE OObeMbl peareHToB
(KOHLieHTpaT oTMbIBOYHOTO pactBopa, IOA-bydep, pactBop cybcTpata TeTpametnbeHsnamHa (TMB),
CTOM-peareHT), BXxogawwmx B coctaB Habopa, npocrm Bac 06patnTbca K NocTaBLymKy npogykummn OO0
«XEMA» B Bawem pervoHe.

Bce ykasaHHble pacxogHble MaTepuasnbl NpeAocTaBAAlOTcA 6ecnnaTtHo, B Heo6xoaumom ans

\nposeneuma aHanmnsa Konnuyecrse.

Homep ropsaueii nuHUM TeXHUYECKO noaaepKku KnneHtos:
8 800505 23 45
Bce 3BOHKM Ha HOMep ropsaYen NMHKUK 6ecnnaTHbl s 3BOHALLEro ¢ 1toboro
MOOGUSIBHOIO UK CTauMoHapHoro TenedoHa no Bcel Tepputopumn Poccmm.

FTonoBHom oduc B Poccuiickon Pegepauuu, r. MockBa

000 «XEMA» &
Aépec AnAa KoppecnoHaeHuuun: 105264, r. Mocksa, a/a 58 Russian Diagnostic
105264, r. Mocksa, yn. 9-a MNapkosas, f. 48, 1 nog,, 5 3T. Manufacturersfssocaton

( +7495510-57-07

( 8800 505-23-45

P< sale@xema.ru

& www.xema-medica.com

ISSIAN ASSOCIATION POCCHICKAR ACCOLMALY

Bonpocbl coTpyaHuYecTBa Ha pbiHKax P®: OF NEDCAL LABRNORY VEAIHOLOA ASOPATOPNO
KocTpukuH Imutpuii Cepreesiy, K6H — —

( +7 985 888-77-00

D dmitry@xema.ru

P> dmitry.kostrikin@gmail.com

L) dmitry kostrikin

Bonpocbl MeXayHapoAHOro coTpyAHNYeCTBa

(cTpaHbI 6 0 U [ 0 3apy6 ):

PepbkuH AHzpeit MaBnoBuY, KMH
{ +7 903 723-19-81
P redkin@xema.ru

OTAEH KNINeHTCKOro cepsuca:
lop6aueB Mropb AnekcaHapoBuy
[ 88005052345
(+79852210885

P4 client@xema.ru
P<Jigogorbache@gmail.com

s xemahelp1

+7 9852210885
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Instruction for use

MHCTPYKUMA NO NPUMEHEHUIO

HABOPA PEATEHTOB

Ana AMMYHO®EPMEHTHOIO ONPEAENEHNA
CBOBOAHOIO TUPOKCUHA

B CbIBOPOTKE (IMJ1IA3SME) KPOBU

«cBT4-UDA»

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION
OF FREE THYROXIN IN HUMAN

SERUM OR PLASMA

fT4EIA

HOMEP MO KATASIOTY K214

TY N29398-214-18619450-2011

PEFMCTPALIMOHHOE YOOCTOBEPEHUE
Ne ®CP 2011/11006 ot 09 utoHAa 2011 ropa

AHTUTena K B4 1,2, Bupycy renatuta C v HBsAg oTcyTcTByioT
KoHTposnbHble CbIBOPOTKM, BXOAALLME B COCTaB Habopa, HaKT1BUPOBaHbI.

W For 96 determinations/Ha 96 onpepenexui

[nsA uH BUMPO AMAarHOCTUKN

“ XEMA Co., Ltd.

j The 9th Parkovaya str., 48
& 105264 Moscow, Russia

Tel./fax: +7(495) 510-57-07

e-mail: redkin@xema-medica.com
j internet: www.xema-medica.com
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Authorized Representative in EU:
Polmed.de

Steinacker 20, D-73773
Aichwald, Germany

e-mail: info@polmed.de
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XEMA

COAEPXXAHMUE
1. HA3HAYEHUE 2
2. MNPMHUMN PABOTbI HABOPA 3
3.  AHAJNIUTUYECKME XAPAKTEPUCTUKN 3
4. COCTAB HABOPA 4
5. MEPbI MPEOOCTOPOXHOCTHU 5
6. OBOPYAOBAHWE N MATEPUAJIbl, HEOBXOAMMbIE MNP PABOTE C HABOPOM 5
7. MNOArOTOBKA PEATEHTOB A/14 AHAJTU3A 5
8. YCNoBuA XPAHEHWSA N SKCNTYATALMN HABOPA 6
9. TMPOBEAEHUE AHAJTN3A 7
10. OXMAAEMbIE 3HAYEHNA 1 HOPMbI 8
11. JINTEPATYPA 9
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1. INTENDED USE 10
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K2141I

«YTBEPXOAKO»
Mpukas Poc3apasHaasopa N2 3275-Mp/11 ot 09 uioHs 2011 r.
KPA N? 14067 oT 21.04.2011 r.

MHCTPYKLUNA NO NPUMEHEHWNIO HABOPA PEATEHTOB
ansa AMMYHO®EPMEHTHOIO ONPEAEJIEHNA CBOBOAHOIO
TUPOKCUHA B CbIBOPOTKE (MJIASME) KPOBWU «cBT4-NDA>»

PekoMeHAOBaHa K yTBEpXAeHWU0 HayyHo-3akcnepTHbIM COBETOM MO MEAULIMHCKUM U3AENNSM

1. HABHAYEHMUE

1.1. Habop peareHTtoB «CBT4-UDA» npegHasHavyeH AN  KOJMYECTBEHHOro
onpefeneHns KOHLUeHTpauunm cBo6OAHOrO TUPOKCMHA B CbIBOPOTKE (Ma3Me) KpoBU
MeToAOM TBepAOda3HOro MMMyHOMEPMEHTHOIO aHanunsa.

1.2. TupokcuH (T4) wn 3,5,3TpumnoaTnpoHmnH (T3) — ropMoHbl, BblpabaTbiBaembie
LLMTOBUAHOWM XeNne3oin n LMpKyInpytowme B KpOBU Kak B CBOBGOAHON, Tak U B CBA3aHHOM
dopMe - B OCHOBHOM, C TMPOKCUHCBS3bIBalOWMM rnobynnHom (TCI). FopMoHanbHowM
AKTUBHOCTbIO 06n1agatoT Tonbko cBoboaHble T3 n T4, 04HAKO MX AONA OYeHb Mana:
0.03% ot obwero coaepxanua ans T4 n 0.3% - ana T3.

1.3. KoHueHTpauus T4 B CbIBOPOTKE KPOBU — HanboJsiee o6LWEenpuHSTLIN NokasaTesb
PYHKLUMN LIMTOBUAHOM Xene3bl, M03BOASIOLWMA AOBOSIbHO YETKO pa3rpaHnMymBaTh rmnep-,
rMno- n 3yTupeos.

1.4. lMoBblleHNe coaepxaHus obwero T4 HabntogaeTcs Npu runepTMpeose, nNpu
onyxonsax runodusa, nNpu COCTOSHUAX C MOBbIWEHHbIM ypoBHeM TCI (6epemMeHHOCTb,
OCTPbIf WN XPOHUYECKUI aKTUBHbIA renaTuT, 3CTPOreHCeKpeTUpyoLLmMe onyxonm uim
npueM 3CTPOreHoB, reHeTU4eckn o0bycnoBAEeHHOE NOBbIWEHNE), NPW NpUeMe opasibHbIX
KOHTpaLenTUBOB, reponHa, MeTafoHa, TUpeonaHbIX npenapaTos, TIT, TupeonmbepuHa.

1.5. CHmxeHne copepxaHus obwero T4 Habnogaetcs npu  rMNoTMpeose,
NaHrMNONUTYnTapuaMe, COCTOSHUSAX C MOHWXEHHbIM YypoBHeMm TCI (akpomeranus,
HedpOTMYECKMI A CUHAPOM, TUMNONPOTEMHEMUS, XpOHU4Yeckme 3aboneBaHus NeveHu,
aHAPOreHCeKPEeTUPYLLME ONYXONMUINNPUEM aHAPOreHoB, FreHeTu4eckn 06ycrnoBneHHoe
CHUWXeHMne), remonunse, U3NYECKOW Harpyske, Npuv MpueMe aMUHOCAJULMUIOBON U
aueTUICannumMIOBOM KMCNOT, MIOKOKOPTUKOMAOB, CyNibdaHnIaMmaoB, XxonectTmpammniHa,
pesepnuHa, noanaa Kanusa, TPUNOATUPOHUHA.
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XEMA

2. IPUHUUN PABOTbl HABOPA

OnpeaeneHve cBO60AHOr0 TUPOKCMHA OCHOBAHO Ha MCMO/Ib30BaHUN KOHKYPEHTHOMO
MMMYHOMEPMEHTHOr0 aHanu3a. Ha BHyTpeHHel MOBEpXHOCTW JIYHOK MJaHLWeTa
MMMO6MIN30BaHbl MbllUMHbIE MOHOK/IOHaJbHblE aHTUTena Kk T4. CBO60AHbIA TUPOKCUH
13 obpasla KOHKYpUpYyeT C KOHbIOrMpoBaHHbIM T4 3a CBA3blBaHWE C aHTUTeNnamu
Ha TNOBEPXHOCTM JNyHKW. B pesynbTate ob6pasyeTcs CBA3aHHbIA C  MAACTUKOM
«C3OHABUY», copepxalumii nepokcuaasy. Bo Bpemsi uHkybaumm ¢ pactBopomM cybcTpaTa
TeTpameTunbeHsmanHa (TMB) npoucxoAuT OKpallMBaHWE pacTBOPOB B JIYHKaXx.
MHTEHCMBHOCTb OKpacku o06paTHO MpoMopuUMOHanbHa KOHLUEHTpauun cBo6oAHOro
TUpPOKCMHA B uccnesyeMoM obpasue. KoHUeHTpauuto CcBO60OAHOMO TUPOKCUHA
B uccnenyeMblx obpasuax onpeaensioT no KannbpoBOYHOMY rpaduKy 3aBUCUMMOCTU
ONTUYECKON MNNOTHOCTM OT COAEpXaHUs CBOOGOAHOrO TUPOKCUHA B KanMbBpOBOYHbIX
npob6ax.

3. AHAJTIUTUYECKUE XAPAKTEPUCTUKHA

3.1. CneundmyHOCTb. [lepeKkpecTHas peakuMs MbllUHBIX MOHOKJIOHANbHbIX
aHTUTEn K T4 C ApyrMMM aHanutamm npueeaeHa B Tabnuue:

Ananut NepekpecTHas peakuus, %
L-TupokcuH 100
D-TnpokcuH 30
T3 0.5

3.2. BocnpousBoaUMOCTb.

KoadduruneHT Bapnaummn pesynbTaToB OnpefeneHust coaepxaHust cBT4 B OAHOM
1 TOM Xe obpa3sLe CbiIBOpOTKM (Ma3Mbl) KpOBM C ncnonb3oBaHnem Habopa «ceT4-UDA»
He npeBbiwaeT 8.0%.

3.3. JINHEeHAHOCTb.

3aBMCUMOCTb KOHUEeHTpauun cBT4 B obpasuax CbiIBOPOTKM (Maasmbl) KPOBW Mpwu
pa3BefeHUM UX CbIBOPOTKON (M1a3Mon) KpoBU, He coaepxkallei cBT4, UMEET JIMHEHbIN
XapakTep B Avana3oHe KoHueHTpauuii 5-100 nmonb/n u coctaBnset £10.0%.

3.4. TOYHOCTb.

[aHHbIA  aHaNUTMYeCKMIi napameTp MpOBEPSieTCS TEeCTOM Ha <«OTKpbITME» -
COOTBETCTBME M3MEPEHHON KOHUEHTpauuu cBT4 npeanucaHHoOW, MOSy4YeHHOU nyTeMm
CMEeLNBaHUA paBHbIX OH6BEMOB KOHTPOJIbHOM CbIBOPOTKM WM KannbpoBOYHOW Mpobbl
10.0 nMonb/n. MpoueHT «oTKpbITUA» cocTaBnseT 90-110%.

3.5. YyBCTBUTENbHOCTbD.

MuHMManbHaa AOCTOBepHO ornpegensiemass Habopom «cBT4-UDA» KOHLEHTpauus
cBT4 B cbiBOpOTKe (Nna3Me) KpoBu He npesbiwaeTt 0.75 nmMonb/n.
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‘(umHawaaduo Q84 01924) mdLododiad MoHArodLHOM 1[9godu G 1 godu XiIaHhogodguLed

0€ ‘aoneedgo XIGWSATBILIIN GOZ XeLRMUUQAT g eEMUeHR aMHATog0odu eH Heimhooed dogeH :§ BUNELMNSLLIWO)Y|

9 ‘goneedgo XIGWDATOLIOU T{ XBLRMUUQAT 8 eEMURHR SMHRTagodu eH Helnhdoed dogeH T BUNELANILLWO)|

‘(umHawaraduo 96 01928) mM1odogi9d YOHALOdLHOY 1990du T M godu XI9HhogodguLe

«YOUN-180» goLHal1ead edogeH

- m edLldahed BrodilHOM Ldoude|| - OvIN| 0T
«YOU-180» goLHa1ead edogeH
- 1m OiMHRHBaWMdU ou BUTIMAALOHY - Il 6
- 1m BLOMHRLU BMHRENILMEBE BUT elewAg - €OON| 8
qLOONTMXK BeHL28D99 (Um $T) OIMHREOEALIOLIDUN X 9010
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Komnnekrtauusa 5
Cumson

Konnyectso
1 SORB MTP 5wt
2| cai-s
3 CONTROL 5x0.8 Mn unm 1x4 mn
4 CONJ HRP 5x14 mn nnm 2x30 mn
5 SUBS TMB 2x30 mn
6 BUF WASH 26X 2x50 mn
7 STOP 2x30 mn
8 NOO3 10 wT

5. MEPbl NPEAOCTOPOXXHOCTHU

5.1. MoTeHumnanbHbIN puck NnpuMmeHeHna Habopa — knacc 26 (FOCT P 51609-2000).

5.2. Bce koMnoHeHTbl Habopa, 3a uckiwo4veHuem crton-peareHta (5.0% pactBop
CEPHOW KUCNOTbI), B UCMO/b3YEMbIX KOHLEHTPaLMAX SBASIOTCS HETOKCUYHbLIMU.

PactBop cepHoit kucnoTbl obnajaeTr pasapaxatrowmm - geictsveM.  W3beratb
pa3bpbi3rMBaHns 1 NonagaHus Ha KoxXy v cimsncTble. Mpu nonagaHum Ha KOXY U C/IM3UCTble
NOpa)KeHHbIN y4acToK criefyeT NpoMbITb 60bLUMM KONNMYECTBOM MPOTOYHON BOABI.

5.3. lNpwn pabote c Habopom cneayet cobnoaate «lpaBuia yCTPOMCTBA, TEXHUKMU
6e30macHOCTM, MNPOM3BOACTBEHHOM CaHMTapuu, MNPOTUBOINUAEMUYECKOrO pexXuMa W
NINYHOW rurneHol npu pabote B nabopatopusx (OTAeneHusix, OTAenax) CaHuTapHO-
3NUAEMMOSIONMYECKNX YUpexaeHnin cucrtembl MuHuctepctBa 3apaBooxpaHeHuns CCCP»
(Mocksa, 1981 r.).

5.4. lNpn pabote c Habopom cnepyetr HageBaTb OAHOPA30Bble PE3VHOBbIE WU
naacTMKOBblE NepyaTKu, Tak Kak obpasLbl KPOBW YenoBeka creayeT paccMaTpuBaTh Kak
NoTeHUManbHO MHPULMPOBAHHBIN MaTepuan, CNocobHbI ANUTENbHOE BPEMSI COXPaHATb
n nepegasaTtb BUY, Bupyc renatuta nnun niobon apyroi Bo36yamTenb BUPYCHON MHMEKLMN.

6. OBOPYQOBAHUE N MATEPUAIIDI,
HEOBXOAUMbIE NPU PABOTE C HABOPOM

- (dOTOMETp BEpTUKANbHOIr0 CKaHMPOBAHWUS, NO3BOSIOLLMIA N3MEPATb ONTUYECKYIO
NAOTHOCTb COAEPXMMOIO JIYHOK MAaHLWeTa nNpu AnnHE BOMHbI 450 HM;

- TepMmocTaT, nogaepxusatrowni temnepatypy +37 °C £0.1 °C;

- [03aTopbl CO CMEHHbIMW HaKOHeYHWKaMu, no3Bonswmne oTdbupaTb 06bLEMDI
B Anana3oHe 25-250 mkn;

- UWAWHAP MepHbIn BMecTuMocTbio 1000 mn;

- BOAA AVUCTWIIMPOBAHHAS;

- nepyaTKu pe3nHOBbIE UMW NIACTUKOBbIE;

- bymara cdunbTpoBanbHas.

7. NOArOoTOBKA PEAFEHTOB AJ151 AHAJIN3A

7.1. lNepepn nposBeaeHneM aHanusa KOMMNoOHeHTbl Habopa n uccnenyemble obpasubl
CbIBOPOTKM (MN1a3Mbl) KpOBW CnedyeT BblAepXaTb MNpPU  KOMHATHOM TemnepaTtype
(+18...425 °C) He meHee 30 MUH.

7.2. MpwuroToB/ieHMe NMaHLwWerTa.

BCKpbITb MakeT € MiaHWeTOM M YCTaHOBUTb Ha paMKy Heobxoammoe KONM4ecTBO
cTpunoB. OcTaBLUMECS HENCMOJIb30BAHHbLIMW CTPUMbI, YTO6bI NPEAOTBPaTUTL BO3AENCTBMNE
Ha HUX BNaru, TWaTenbHO 3aKk1enTb Bymaron Ans 3aknemsaHuns niaHweTa u XpaHUTb Npu
Temnepartype +2...+8 °C B TeyeHune Bcero cpoka rogHoctun Habopa.
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7.3. MpurotoBneHne OTMbIBOYHOI0 pacTeopa.

Coaepxunmoe diakoHa C KOHLEHTPaTOM OTMbIBOYHOIO pacteopa (22 M), nepeHectu
B MepHbI UmnnHap BMectumocTtbio 1000 mn, pobasButb 550 Mn AMCTUNNMPOBAHHON BOAbI
N TWaTenbHO nepemewatb. B cnyyae apobHoro ncnonb3oBaHus Habopa cneayet otobpaTh
Heobx0AMMOoe KOJIMYECTBO KOHLIEHTpaTa OTMbIBOYHOrO pacTBopa M pasBecTy AUCTUINPO-
BaHHOM BoAoM B 26 pa3 (1 Mi KOHUeHTpaTa OTMbIBOYHOMO pacTeopa + 25 MA ANCTUAINPO-
BaHHOW BOAbI).

8. YCNoBUA XPAHEHUA N SKCINJIYATALNN HABOPA

8.1. Habop peareHToB «CBT4-UDA» A0MKEH XPaHMTbCA B YMaKOBKe MpeanpuaTms-
N3roToBUTENS NpU TemnepaType +2...+8 °C B TeyeHne BCero cpoka rofHOCTH, YKa3aHHOMo
Ha ynakoBke Habopa. [donyckaetrcs XpaHeHue (TpaHcrnopTupoBka) Habopa npu
TemnepaTtype Ao +25 °C He 6onee 15 cyTok. He ponyckaeTcs 3amMopa)kMBaHWe LEenoro
Habopa. [lonyckaeTcs oAHOKpaTHoe 3amMopakuBaHue (-20 °C) KasiIM6poBOYHbIX
npo6 n KOHTPOJIbHOM CbIBOPOTKU B aJIMKBOTaX.

8.2. Habop paccuuTaH Ha npoBeaeHMe aHanmsa B AybnukaTtax 41 uccnenyembix
obpasuoB, 6 kanMbpoBo4yHbIXx Npob6 M 1 nNpobbl KOHTPONBLHOW CbIBOPOTKM (BCEro
96 onpeneneHunit).

8.3. B cnyyae gpobHoro ucnonb3oBaHus Habopa KOMMOHEHTbI cnefyeT XpaHWTb
crnepyowmm o6pasom:

- OCTaBLUMECSH HEUCMOMb30BaHHbIMM CTPUMbl HEO6XOAMMO TLUATENbHO 3aKneuTb

6ymaron Ans 3ak/ievBaHusa NiaHLWeTa U XpaHuTb Npu Temnepatype +2...+8 °C
B TeYeHMe BCero cpoka rogHocTn Habopa;

- KOH®BlOrar, cybcTpaT, cTon-peareHT nocne BCKPbITUS (p1akoHOB crefyeT XpaHUTb

npu Temnepatype +2...+8 °C B TeueHMe BCero cpoka rogHoct Habopa;

- KanubpoBOuYHble MPO6bl 1 KOHTPOJIbHYK CbIBOPOTKY MOCAE BCKPbITUS (hNakoHOB

cnepyeT XpaHuUTb nNpu Temnepatype +2...+8 °C He 6onee 2 mMecaueB;

- OCTaBLUMICA HEWCNONIb30BaHHbIM KOHLEHTPaT OTMbIBOYHOIO pacTBopa creayer

XpaHUTbL Npu Temnepatype +2...+8 °C B TeueHne Bcero cpoka rogHoctn Habopa;

- NPWUrOTOBMIEHHbI OTMbIBOYHbIVA pPacTBOp CreAyeT XpaHWTb MpU KOMHAaTHOWN

Temnepatype (+18...+25°C) He 6onee 15 cyTtok wam npu TeMmnepatype
+2...+8 °C He 6onee 45 cyToK;

MpumeyaHue. locne MCNonb30BaHWSA peareHTa HeMeA/IeHHO 3aKpbliBalTe KpbIKY
¢nakoHa. 3akpbiBanTe Kaxabl pnakoH CBOEN KPbILLIKOW.

8.4. [Ina npoBefeHus aHanuMsa He CreayeT WCNonb30BaTbh EMOSIM3MPOBAHHYHO,
MYTHYIO CbIBOPOTKY (M/1a3My) KpPOBM, @ TaKXXe CbIBOPOTKY (Ma3My) KpoBW, COAEPXKALLYO
a3sung Hatpus. Ecnn aHanns npovsBoAUTCS HE B AeHb B3ATUS KPOBW, CbIBOPOTKY (M1asmy)
cnepyeTt xpaHuTb npu Temnepatype -20 °C. ToBTOpHOe 3aMopaxuBaHue-oTTanBaHue
06pa3LoB CbIBOPOTKK (M1a3Mbl) KPOBU He AOMyCKaeTcs.

8.5. McknovaeTca mncnonb3oBaHve Ana aHanmsa o6pasuoB CbIBOPOTKKU (Mia3Mbl)
KpOBW NtoAel, MonyyaBLMX B LensxX AMAarHOCTUKW WAM Tepanuu npenapaTtbl, B COCTaB
KOTOPbIX BXOASAT MbILUMHbIE aHTUTenNa.

8.6. lNpn wucnonb3osBaHun Habopa A1 NPOBEAEHUS HECKOSbKUX HEe3aBUCUMbIX
cepuii aHanu3oB creayeT UMeTb B BUAY, YTO AN KaXKA0ro He3aBMCUMMOro onpeneneHus
Heo6Xx0AMMO NOCTPOEHNE HOBOIO KaMBpOBOYHOIO rpadurKa; KpoMe 3TOro, peKoMeHayeTcs
onpeaeneHne KoHueHTpauun ceT4 B KOHTPOSIbHOW CbIBOPOTKE.

8.7. na nonyyeHWs HaAeXHbIX pe3ynbTaToB HeobxoAMMO cTporoe cobnioaeHue
NHCTpyKuMn no npuMmeHeHuto Habopa.

8.8. He ncnonb3yite KOMNOHEHTbI U3 APYrMX HABOPOB MK U3 aHaNOrMYHbIX HAbopoB
APYrux cepui.
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10. OOXKMAAEMbIE 3HAYEHUA N HOPMbI

10.1. OcHoBbIBasicb Ha pe3ynbTaTtax uccnenoBaHuin, nposeaeHHbix OO0 «XEMA»,
pekoMeHAyeM Mofb30BaTbCd HOpPMaMu, MpUBEAEHHbIMW Huxe. Bmecte ¢ TeMm, B
COOTBETCTBUM C npaBunamu GLP (Xopowen nabopaTOpHOW MpakTUKK), Kaxkaas
nabopatopusi Jo/MKHa camMa onpefenuTb NapaMeTpbl HOPMbl, XapaKTepHble Ans
obcnegyemon nonynsaunn.

MpumeuaHue. 3HayeHMs KOHUeHTpaumin cBT4 B wuccneayembix obpasuax,
HaxoAsilMecss Huxe rpaHuubl YyBCcTBUTENbHOCTM Habopa (0.75 nMonb/n), a Takxe
npeBbillaloWme 3HadYeHne BepxHen kanubposouyHoM mnpobbl (100 nmonb/n) crnepyet
NpuBOAUTL B creaytoLllen popme: B uccneagyemom obpasue X KoHUueHTpaums cBT4 Huxe
0.75 nmonb/n wnu Bbiwe 100 nMonb/n.

Wccnenyemasn Eauuuubl, nmonb/n

rpynna Hwxuuii npepen Bepxuuii npepen

340pPOBbl€ AOHOPbI

fo 60 net 10.0 25

ctapwe 60 net 10.0 21
BepemeHHbIe:

1-1 TpumecTp 9.0 26

2-A TpuMecTp 6.0 21

3-11 TpuMecTp 6.0 21
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Mo BonpocaM, kacatwmmcs kadectsa Habopa «cBT4-UDA»,

cnepyet obpawartbcs B OO0 «XEMA» no agpecy:

105043, r. MockBa, a/a 58

105264, r. MockBa, yn. 9-a Mapkosas, 4. 48, 1-1 noa., 5 atax,
Ten/dakc (495) 737-39-36, 737-00-40, 510-57-07 (MHOrokaHanbHbI)
3/1eKTpOoHHas noyta: info@xema.ru; rqc@xema.ru

WHTEPHET: Www.Xema.ru; www.xema-medica.com

PykoBoauTens cnyx6bl knneHTckoro cepenca OO0 «XEMA»,

K. 6. H. 1. C. KOCTpUKUH
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Instruction for use

A SOLID-PHASE ENZYME IMMUNOASSAY
FOR THE QUANTITATIVE DETERMINATION
OF FREE THYROXIN IN HUMAN SERUM OR PLASMA

1. INTENDED USE

A solid-phase enzyme immunoassay for the quantitative determination of free
thyroxin in blood serum or plasma.

This kit is designed for measurement of free thyroxin in blood serum or plasma.
For possibility of use with other sample types, please, refer to Application Notes
(on request). The kit contains reagents sufficient for 96 determinations and allows
to analyze 41 unknown samples in duplicates.

2. SUMMARY AND EXPLANATION

Thyroid hormones thyroxin (T4) and 3,5,3'-triiodothyronine (T3) exert regulatory
influences on growth, differentiation, cellular metabolism and development of skeletal
and organ systems. T4 and T3 in blood are found both in free and bound form - mostly,
they are bound to thyroxin binding globulin (TBG). Only free forms of T3 and T4 exert
hormonal activity also their percentage is very low — 0.3% for T3 and 0.03% for T4.

The concentration of T4 is generally accepted as an index of thyroid function which
provide enough information to differentiate between hyper-, hypo- and euthyroidism.

Elevation of total T4 is found in hyperthyroidism, in patients with tumours
of pituitary gland, in subjects with elevated TBG level (pregnancy, acute or chronic
active hepatitis, estrogen-secreting tumours or estrogen intake, hereditary elevation of
TBG), in patients taking oral contraceptives, heroin, methadone, thyroid preparations,
TSH, thyroliberin.

Low total T4 is found in hypothyroidism, in patients with panhypopituitarism, in
subjects with low TBG level (acromegaly, nephritic syndrome, hypoproteinemia, chronic
liver diseases, androgen-secreting tumours, hereditary reduction), in patients taking
aminosalicylic and acetylsalicylic acids, cholestyramine, reserpine, potassium iodide,
trilodothyronine.
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3. PRINCIPLE OF THE TEST

This test is based on competition enzyme immunoassay principle. Tested specimen
is placed into the microwells coated by specific murine monoclonal to T4-antibodies
simultaneously with conjugated fT4-peroxidase. fT4 from the specimen competes with
the conjugated fT4 for coating antibodies. After washing procedure, the remaining
enzymatic activity bound to the microwell surface is detected and quantified by addition
of chromogen-substrate mixture, stop solution and photometry at 450 nm. Optical
density in the microwell is inversely related to the quantity of the measured analyte
in the specimen.

4. WARNINGS AND PRECAUTIONS

4.1. For professional use only.

4.2, This kit is intended for in vitro diagnostic use only.

4.3. INFECTION HAZARD: There is no available test methods that can absolutely
assure that Hepatitis B and C viruses, HIV-1/2, or other infectious agents are not
present in the reagents of this kit. All human products, including patient samples, should
be considered potentially infectious. Handling and disposal should be in accordance
with the procedures defined by an appropriate national biohazard safety guidelines
or regulations.

4.4. Avoid contact with stop solution containing 5.0% H,SO,. It may cause skin
irritation and burns.

4.5. Wear disposable latex gloves when handling specimens and reagents.
Microbial contamination of reagents may give false results.

4.6. Do not use the kit beyond the expiration date.

4.7. All indicated volumes have to be performed according to the protocol. Optimal
test results are only obtained when using calibrated pipettes and microplate readers.

4.8. Do not smoke, eat, drink or apply cosmetics in areas where specimens or kit
reagents are handled.

4.9. Chemicals and prepared or used reagents have to be treated as hazardous
waste according to the national biohazard safety guidelines or regulations.

4.10. Do not mix reagents from different lots.

4.11. Replace caps on reagents immediately. Do not swap caps.

4.12. Do not pipette reagents by mouth.

4.13. Specimens must not contain any AZIDE compounds - they inhibit activity
of peroxidase.

4.14. Material Safety Data Sheet for this product is available upon request directly
from XEMA Co., Ltd.

4.15. The Material Safety Data Sheet fit the requirements of EU Guideline 91/155
EC.
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5.2. Equipment and material required but not provided

Distilled or deionized water;

Automatic or semiautomatic multichannel micropipettes, 100-250 pl, is useful
but not essential;

Calibrated micropipettes with variable volume, range volume 25-250 pl;
Calibrated microplate photometer with 450 nm wavelength and OD measuring
range 0-3.0.

5.3. Storage and stability of the Kit

Store the whole kit at +2...4+8 °C upon receipt until the expiration date.

After opening the pouch keep unused microtiter wells TIGHTLY SEALED
BY ADHESIVE TAPE (INCLUDED) to minimize exposure to moisture.

6. SPECIMEN COLLECTION AND STORAGE

This kit is intended for use with serum or plasma (ACD- or heparinized). Grossly
hemolytic, lipemic, or turbid samples should be avoided.

Specimens may be stored for up to 48 hours at +2...+8 °C before testing. For a
longer storage, the specimens should be frozen at -20 °C or lower. Repeated freezing/
thawing should be avoided.

7. TEST PROCEDURE

7.1. Reagent Preparation

All reagents (including unsealed microstrips) should be allowed to reach room
temperature (+18...+25 °C) before use.

All reagents should be mixed by gentle inversion or vortexing prior to use.
Avoid foam formation.

It is recommended to spin down shortly the tubes with calibrators on low speed
centrifuge.

Prepare washing solution from the concentrate BUF WASH 26X by 26 dilutions
in distilled water.

7.2. Procedural Note:

It is recommended that pipetting of all calibrators and samples should be completed
within 3 minutes.

7.3. Assay flowchart

See the example of calibration graphic in Quality Control data sheet.
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8. QUALITY CONTROL

It is recommended to use control samples according to state and federal regulations.
The use of control samples is advised to assure the day to day validity of results.

The test must be performed exactly as per the manufacturer’s instructions for use.
Moreover the user must strictly adhere to the rules of GLP (Good Laboratory Practice)
or other applicable federal, state, and local standards and/or laws. This is especially
relevant for the use of control reagents. It is important to always include, within
the test procedure, a sufficient number of controls for validating the accuracy and
precision of the test.

The test results are valid only if all controls are within the specified ranges and if all
other test parameters are also within the given assay specifications.

9. CALCULATION OF RESULTS

1. Calculate the mean absorbance values (OD450) for each pair of calibrators and
samples.

2. Plot a calibration curve on graph paper: OD versus free thyroxin concentration.

3. Determine the corresponding concentration of free thyroxin in unknown samples
from the calibration curve. Manual or computerized data reduction is applicable on this
stage. Point-by-point or linear data reduction is recommended due to non-linear shape
of curve.

4. Below is presented a typical example of a standard curve with the XEMA Co. Not
for calculations!

Calibrators Value A&;‘a’:m‘::’;g;’
CAL 1 0 pmol/I 2539 . T
CAL 2 5 pmol/I 2080
CAL3 | 10 pmol/I 1602 .,
CAL 4 25 pmol/I 993 o | \z'
CAL 5 50 pmol/I 541 S
CAL6  |100 pmol/I 161 R

10. EXPECTED VALUES

Therapeutical consequences should not be based on results of IVD methods alone -
all available clinical and laboratory findings should be used by a physician to elaborate
therapeutically measures. Each laboratory should establish its own normal range for
fT4. Based on data obtained by XEMA, the following normal range is recommended
(see below). NOTE: the patients that have received murine monoclonal antibodies for
radioimaging or immunotherapy develop high titered anti-mouse antibodies (HAMA).
The presence of these antibodies may cause false results in the present assay. Sera from
HAMA positive patients should be treated with depleting adsorbents before assaying.
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Units, pmol/I
Sex, age . s
Lower limit | Upper limit
Healthy donors
<60 yrs 10.0 25
>60 yrs 10.0 21
Pregnancy week:
1st trimester 9.0 26
2nd trimester 6.0 21
3rd trimester 6.0 21

11. PERFORMANCE CHARACTERISTICS
11.1. Analytical specificity / Cross reactivity

Analyte Cross-reactivity, % wt/wt
L-Thyroxin 100
D-Thyroxin 30
T3 0.5

11.2. Analytical sensitivity

Sensitivity of the assay was assessed as being 0.75 pmol/I.

11.3. Linearity

Linearity was checked by assaying dilution series of 5 samples with different free
thyroxin concentrations. Linearity percentages obtained ranged within 90 to 110%.

11.4. Recovery

Recovery was estimated by assaying 5 mixed samples with known free thyroxin
concentrations. The recovery percentages ranged from 90 to 110%.

12. LITERATURE

1. Tietz, N. W., Fundamentals of Clinical Chemistry, 2nd Ed., pg. 602, Sauders Press,
Phila., 1976.

2. Horworth, P. J. N., Ward, RL., J. Clin Pathol. 1972; 25:259-62.

3. Sati, C., Chattor, A. J., Watts, N. Fundamentals of Clinical Chemistry. Ed. Tietz, N. W.
3rd Ed., pg. 586. Saunders press Phila. 1987.

4. Lundberg, P. A., Jagenburg, R., Lindstedt, G., Nystrom, E., Clin. Chem. 1982,
28:1241.

5. Melmed, S., Geola, F. L., Reed, A. W., Pekary, A. E., Park, J., Hershmen, J. M., Clin
Endocrin. Metabol. 1982, 54; 300.

6. Ingbar, S. H., et al. J. Clin. Invest., 1965, 44:1679.

7. Selenkow, H. A., and Robin, N. I., J. Maine Med. Assoc. 1970, 61:199.
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Cumson / Symbol

3na c / Symbolize

Mpoussoautens / Manufacturer

Hata npoussoacTsa / Date of manufacture

Homep no katanory / Catalogue number

-
HHIEIE
-

Homep cepun / Batch code

<
2
z
=
=

Mcnonb3oBaTk Ao (roa-mecau) / Use By

OrpaHuyeHue TemnepaTypsbl / Temperature limitation

ToNbKO ANA UH BUTPO ANArHoCTUKM /
In Vitro Diagnostic Medical Device

BHumaHwue! / Caution, consult accompanying documents

He ncnonb3oBaTb Npu HapyLIEHUN LIETIOCTHOCTM YNaKoBKM /
Do not use if package damaged

SORB MTP

MnaHwert / EIA strips

Al

-

Kann6poBoyHble npobbl / Calibrator set

CONTROL

KoHTposibHas ceiBopoTka / Control sera

KoHbtoraT / Conjugate

SUBS TMB

PacTBop cy6cTpaTa TeTpamMeTunbeHsuanHa (TMB) /
Substrate solution

BUF WASH 26X

KOHLeHTpaT 0TMbIBOYHOIO pacTsopa /
Washing solution concentrate

M

STOP

Cron-peareHT / Stop solution

=]
=]
=

N®A-Bydep / EIA buffer




YBaxaembiin Knuent!

Ecnuenpouecce paboTbl c Hawrmu Habopamy Bam noHago6vnvcb nnacTrkoBble BaHHOUKM A1 KUAKNAX
peareHToB, 0HOPa30Bble HAKOHEUHVKN AN [O3aTOPOB UAN AOMONHUTENbHbIE OObeMbl peareHToB
(KOHLieHTpaT oTMbIBOYHOTO pactBopa, IOA-bydep, pactBop cybcTpata TeTpametnbeHsnamHa (TMB),
CTOM-peareHT), BXxogawwmx B cocta Habopa, npocrm Bac 06patnTbca K NocTaBLymKy npogykummn OO0
«XEMA» B Bawem pervoHe.

Bce ykasaHHble pacxofHble maTepuasnbl NpeAocTaBAAlOTcA 6ecnnaTtHo, B Heo6xoaumom ans

\nposeneuma aHanmnsa KonnuyecrTse.

MNepeueHb Ha6opoB peareHTOB A/A ANArHOCTNKIN NHPEKLUNOHHbBIX \
3aboneBaHuii nponsBoacTBa 000 «XEMA»

N2 no katanory HanmeHosaHune
K101 «Toxoplasma IgG-VI®A» T
K101M «Toxoplasma IgM-UOA» e n
K102 «Rubella IgG-®A»
K102M «Rubella IgM-UDA»
K103 «Cytomegalovirus IgG-VDA» RusmSsCEATON Lomconscen
K103M «Cytomegalovirus IgM-VIOA» S
K104 «HSV 1,2 IgG-NDA»
K104M «HSV 1,2 IgM-UOA»
K105 «Chlamydia IgG-V®OA»
K106 «Mycoplasma IgG-VIOA»
K111G «Cudpunuc IgG-NOA»
K111 «Cndunmuc cymmapHble aHTuTena-MOA»
K121 «Aspergillus IgG-NDA»

Homep ropsaueit nuHumn TexHn4eckom nopaepxku Knvenrtos:
8800505 23 45
Bce 3BOHKM Ha HOMep ropaYyeit NMHMK 6ecnnaTHbl AnA 3BOHALLEro ¢ ntoboro
MOOMIbHOIO UK CTauMoHapHoro TenedoHa no Bce Tepputopmmn Poccum.

Kpem Bawumx oT3bIBOB 1 NpeA/ioXKeHWii Mo agpecam:
LieHTpanbHblin opuc 000 «XEMA»
Appec Ana KoppecnoHAeHLUN:

105043, r. MockBa, a/a 58 S
105264, r. Mocksa, yn. 9-a MNapkosas, A. 48, 1-11 noA., 5 aTax xemahelp

Ten.: +7 (495) 510-57 07, 737-39-36;

dakc: +7 (495) 737-00-40

e-mail: info@xema.ru

www.xema-medica.com

D000 «Xema», Ten.: +7 (812) 271-24-41

191144, CankT-TMeTepbypr, fertapHbiii nep., A. 8-10, nutep A
e-mail: spb@xema.ru

CM 000 «Xemma-TecT», Ten.: (17) 211-80-39
Oduc: 220029, MuHck, MpocnekT Malwweposa, a. 11,
nutep A, kopn. 8/K, opuc 416

e-mail: hemma-test@yandex.ru

TOB «Xeman, Ten.: (044) 422-62-16;
03179, r. Kues, yn. Akagemuka Eppemosa, a. 23;
e-mail: info@xema.com.ua




®ENEPASTBHAA C/IY)KBA MO HAL3OPY B COEPE 3[PABOOXPAHEHIIA
(KOC3OPABH/I30P)

HAMEONUNHCKOE N3OEJTNE
ot 07 masa 2019 roga Ne P3H 2019/8352

Ha meanunHckoe nsgenne
MHAMKaTOpbl XMMUYECKME A1 KOHTPOASA npoLecca NapoBoil U BO3AYILHOWA
cTepunusaumn no TY 20.59.52-001-35927791-2017

HacTosLee perncTpauoHHoe yA0CTOBEPEHNE BblgaHO
O6LLEeCTBO C OrpaHNYeHHOM 0TBETETBEHHOCTLIO '"HayuHo-INpou3BoACTBEHHOE

O6beanHeHne ""Mapkep™ (OO0 “*HINO ""Mapkep'), Poccus,
117292, MockBa, yn. MNpodcorosHas, 4. 26/44

lNpounssoanTens

O6LLeCTBO C OrpaHNYeHHON OTBETCTBEHHOCTbIO '"HayuHo+pon3BoACTBEHHOE
O6begnHeHne ""Mapkep™ (QQO ""HIMO ""Mapkep"™), Poccus,

117292, MockBa, yn. MNpodcoto3Has, 4. 26/44

MecTo Npon3BoACTBa MEAULMHCKOTO U3LeNus
000 «HIMO Mapkep», Paccusa, 300013, r. Tyna, NMpuBoK3anbHbINA p-H,
yn. bonanHa, 4. 98a, nut. E

Homep perucTpaymoHHOro gocke No P1-25642/72833-01 30.01.2019
Knacc noTeHUManbHOFO pUcka NPUMEHEHUs MeAULHCKOro nsaenus 1

Kog O6L1epoccringkoro Knaccupukatopa NnpoayKumm no BuaaM 3KOHOMUYECKOA
fesatensHocTn 32:50.50.000

HacTosllLee perueTpaLMoHHOe YA0CTOBEPEHEVIMEET NPUMOXKEHME Ha 2 NINCTAX

L] + 3 1

npukasom Poc3apasHaasopa ot 07 maa 2019-rog,
[0MNyLLeH0 K 06paLLeHnto Ha Tepputopui.Poccn QA

Bpwro pykoBoanTens defepanbHo CAyXobl

Nno HafA3opy B chepe 34paBoOOXpPaHeHUs I[.B. INapxomeHKO
m 1l

0039607



®EAEPAJIbHAS C/TY)KBA MO HAZASOPY B CHEPE 3[PABOOXPAHEHIS
(POC3JPABH/130P)

MPUTTOXEHWE

HAMEANUNHCKOE N3AEJTNE

oT 07 maa 2019 roga Ne P3H 2019/8352
IcT

Ha megunumHcKoe nsgenuve i
MHanKaTopbl XMMUYECKIME /11 KOHTPOASA, fpoLiecca napoBo U BO3LYLLHON i
cTepunusaumm no TY 20.59.52-001-35927791-2017, B BapuaHTax UCMOTHEHUA:

1 NHAMKaTOPbl XMMUYECKME /19 KOHTPO/IS poLiecca NapoBoy U BO3AYLUHON CTepuimn3satLL™,
B COCTaBe:

1.1. HTerpmp3ToLmin nHamkatop «Mapkep», 5 Knacc Ans KOHTPOoNs npouecca naposoi |/| |
BO3AYLLUHOW CTepuansaymm.

1.2. MHoronepemeHHbI MHAUKATOP.«XUMTeCT», 4 Knacc A5 KOHTPOIS NnapameTpoB
napoBoi cTepunmnzaumn ans pexxmumos: 121 °C/20muH, 126 °C/10 MuH, 134 °C/5MuH” : m
1.3. MHoronepemeHHbIi MHAMKATOR «XUMTeCT», 4 Knacc Ans KOHTPoNs napameTpo i
BO3AYLUHOW cTepunmnsaummn gna pexumos: 160 °C /150 muH, 180-°C/60 muH, 200 /30 mup.
14. mutupytowmin niankatop-«Mapkep-NproH», 6 Knacce 418-KOHTPONS napameTpoB |
NapoBoOWi CTepunm3aummn ansa pexxuma: 134 °C /18 muH.

2. lHgnkaTopbl XMMmUYecKue s KOHTPONSA npouecca NapoBOM 1 BO3AYLLIHOW CTEpUAM3aLuii
NEKApCTBEHHbLK CPefCTB, B COCTABE; !
2.1. MHoronepeMeHHbIN MHAnKaTop «Mapkep-®apm», 4 KAacc 419 KOHTPONs uapameTpop J
NapoBOi 1 BO3AYLUHOW cTepunusauun ans pexxumos: 100°C /30 MuH, 110 ®C/20 MuH,

120 °C/15 muH, 180 °C /30 MuH.

2.2. MHoronepeMeHHbliA NHAMKATOP «XumTecT-Papm=1», 4 Knacc Ans KOHTPONS
napameTpoB MapoBoi crepunmnsaumm ans pexxuvos: 100°°C /15 muH, 110 °G/10 MUH;-~ © =
120 °C /8 MuH. I
2.3. MHoronepemeHHbI nHAMKaTop «XumMTecT-dapm-2», 4 Knacc Ans KOHTPoNs

napameTpoB MapoBoi CTepuAn3aUmMmn Ana pexxmmos;»110 &C/15 MuH, 120 °C /12 MUH. ; ]
2.4. MHoronepeMeHHbIn HAMKaTOp «XnMTecT-PapM-3», 4 Knacc Ans KOHTPoAs -

120 °C /15 MuH. :
2.5. MHoronepemeHHbI nHANKaTop «XUMTECT-P*M-4», 4 Knacc A1 KOHTPONS ;
napameTpoB MapoBoi CTepunsaLmm ana pexxmmos: 112 °C /202, 121 °C/15 MyH. ;o
2.6. MHOronepeMeHHbIn MHAMKATOP « XUMTecT-PapM-"»N' P AAMAGAQHTPONSA ;o
napameTpoB NapoBO CTepUAN3aLMN AN PexXmnmos: IMtC A0 20 mvH, ;| |
2.7. MHoOronepeMerHbIin nHAMKaTop «XumTecT-®aplMg> /Mo rigp %™ »

napameTpoB MapoBoK cTepunmnsaymin gasgpexumva: ||0'fCy30

2.8. MHoronepeMeHHbIN UHAMKATOP «XUMTecT-P W«5:7», 4 Wwace

napameTpoB MapoBoii ctepuamsaumm ana pexxumos; 100 °C /30 muH, 110 °C /20-MuH, N
I
I

Bpuo pykoBoauTens defepanibHOM Cryxobl

Mo HaA30py B Chepe 34paBooXpaHeHNs [.B. NapxomeHKo»
0055896
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bepepanbHasa cnyxbé6a no Haasopy B chepe 3APABOOXPAHBEHNA i

(POC3APABHA30P)
M
MPUNOXEHWE
KPETMCTPAUNOHHOMY YAOCTOBEPEHNIO
HA MEAVNUNHCKOE N3AEJINE
oT 07 masa 2019 ropa Ne P3H 2019/8352
Nnet 2

napameTpoB BO3AYLUHON cTepuimnsaumm gias pexmma: 180 °C /30 MuH.

2.9. MHoronepeMeHHbIn nHANKaTop «XUMTecT-Papm-8», 4 Knacc AN KOHTPONS
napameTpoB BO3AYLUHOW CTepununsaummn gas pexuva: 180®C/45MuH.

3. MHAMKATOpbl XMMUYECKME 415 KOHTRO/A npoLecca cTepuimsanmnu-(naposoro
06e33apakunBaHn) MeANLMHCKNX OTXO40B, B COCTaBe: i
3.1. MHoronepeMeHHbIN nHAMKaTop. «XnMTecT-0-1%», AN KOHTPO/IS-AapameTpoB Naposor|3
06e33apaxknBaHus 4ns pexxumos: 120.@C/90 muH, 126 °C /60 MuH, 132 “C /45 MuH,

134 °C/27 MuH. M
3.2. MHoronepemMeHHbIn MHAMKATOP «XuMTecT-O-2x», A5 KOHTPO1A napameTpoB napopor”
06e33apaxkmnBaHua ansa pexxmmoB:-120 “C /120 muH, 126 °C/90MuH, 132 °C/60 MUH,

134 °C/35 MuH.

3.3. MHoronepemMeHHbIN nHAUKaTop «XUMTecT-0-3», AN KOHTPONS napameTpoB MapoBOro
o6e33apaxxmBaHns 415 pexxumos: 132 °C /90 muH, 134 °C /60 MUH.

Bpwvo pykoBoguTensa defepasibHOM CNyXobl
Mo Haf3opy B cepe 34paBoOXpPaHeHNs .B. MapxomeHK"
0055897



000 «Hayuno-TIpoussoacrsennoe Odbeaunenne Mapxkep»
UHH: 7728890217

KIIT: 772801001

OI'PH: 5147746104182

117292. r. Mocksa. yi. Ipodcotosuas, 1. 26/44

rern.: +7 (495) 178-02-08; e-mail: info@npomarker.ru

MHANKATOPB! XHMHHECKHE A5t KOHTPO.S NPOLECca naposoii u BOIYUIHON CTEPHIH3ANNH
TV 20.59.52-001-35927791-2017

IMACTIOPT
03.03.2020

Hnouxamopsl XuMu4ecKue 018 KOHmpoaa npouecca HaPo6oit 1 6030YIIHON CIEPUAUIARUU:
vinoronepevenusiii nuaukarop «XumTecr, 4 KIACC TS KOHTPOIS APAMETPOB BOYIYHIHOT
crepuan3any uis pexuvos: 160 °C /150 mun, 180 °C /60 mum, 200 °C /30 mun;

Maprus Ne 250372

Hara usrorosienus: mapr 2020 1.

[oaen a0: mapr 2025 1.

B vCroHeH|A: JIHCTBE ¢ HHANKATOPAaMH

bod

PesyibTaThl IPHEMOCIATOUHBIX HCMBITAHNH

> NeNe nynkros TV Pesyavrar
HaumeHoBaHWE HCTIBITAHWH 0
(TEXHUHECKHUX HCTTBITAHUH
(npoBepoK) 5 i
TpebosaHui)
IIpoBepka COOTBETCTBUA KOMILIEKTY JOKYMEHTALIMH B e
~ b COOTBETCTBYCT
[Tposepra HCNOAHEH!H, 00UIEro BHELIHETO BH/A, KOHCTPY KLY, 191123
AP S BT T ST R >
GOPMBI, MATEPHATIOB, OCHOBHBIX PA3MEPOB, MACCHI COOTBETCTBYET
[Iposepka yCA0BHH A0CTHKEHHA KOHEUHOTO COCTOAHMA 1.2.4,1.2.5 : :
¥ COOTBETCTBYCT
[Tposepka yC/I0BHit HE JOCTHKECHUA KOHEUHOTO COCTOAHUA 1.2.6 : :
£ COOTBETCTBYET
[TpoBepka KOMILIEKTHOCTH, MAPDKHPOBKH H YTIAKOBKH 1.3, 1.4, 1.5 COOTBETCTBYELT
[enepanpiptii gupexrop 000 «HITO Mapkep» S W.IT. Antonosa

g’,,ziH



YourTrustedPartner

STATEMENT

We, ACON Laboratories, Inc., having a registered office at 5850 Oberlin Drive #340, San Diego, CA
92121 authorize SRL Sanmedico having a registered office at A. Corobceanu street 7A, apt. 9, Chisindu,

MD-2012, Moldova

to register, notify, renew or modify the registration of medical devices on the territory of the Republic
of Moldova.

Date: January 3, 2023

Signature: .
,L‘a?._..._..h I

Qiyi Xie, Md, MPH

Sr. Officer, Regulatory & Clinical Affairs
ACON Laboratories, Inc.

Ph: 858-875-8011

Email: gxie@aconlabs.com

ACON LABORATORIES, INC. | 5850 OBERLIN DRIVE #340 | SAN DIEGO, CA 92121 | T 858.875.8000 | F 858.875.8098 | aconlabs.com
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ZERTIFIKAT & CERTIFICATE o

** *** Benannt durch/Designated b

~<

Zentralstelle der Lander

* |4 | fir Gesundheitsschutz
* ) * bei Arzneimitteln und
* * Medizinprodukten

Ko *** ZLG-BS-245.10.07

EC Certificate

Full Quality Assurance System
Directive 98/79/EC on In Vitro Diagnostic Medical Devices (IVDD), Annex IV excluding (4, 6)
(List A and B and devices for self-testing)

www.zlg.de

Product Service

No. V1 104507 0003 Rev. 06

Manufacturer: ACON Laboratories, Inc.
5850 Oberlin Drive, #340
San Diego CA 92121
USA

Product Category(ies): Blood glucose measuring systems for self testing

and self-testing devices for clinical chemistry,
hematology and pregnancy and ovulation

The Certification Body of TUV SUD Product Service GmbH declares that the aforementioned
manufacturer has implemented a quality assurance system for design, manufacture and final
inspection of the respective devices / device families in accordance with IVDD Annex IV. This
quality assurance system conforms to the requirements of this Directive and is subject to periodical
surveillance. For marketing of List A devices an additional Annex IV (4) certificate is mandatory. All
applicable requirements of the testing and certification regulation of TUV SUD Group have to be
complied with. For details and certificate validity see: www.tuvsud.com/ps-cert?g=cert:V1 104507
0003 Rev. 06

Report no.: SH22743EXTO01
Valid from: 2022-05-04
Valid until: 2025-05-26

Date, 2022-05-04 c
'@IL\/

Christoph Dicks
Head of Certification/Notified Body

Page 1 0of 3
TUV SUD Product Service GmbH is Notified Body with identification no. 0123

TUV SUD Product Service GmbH « Certification Body ¢ Ridlerstrale 65 + 80339 Munich + Germany
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ZERTIFIKAT & CERTIFICATE o

*i‘( ‘)A\?j’}* Benannt durch/Designated by

7’\\7 Zentralstelle der Lander
* fir Gesundheitsschutz
bei Arzneimitteln und

* Medizinprodukten

Ko *** ZLG-BS-245.10.07

www.zlg.de

&

Product Service

EC Certificate

Full Quality Assurance System

Directive 98/79/EC on In Vitro Diagnostic Medical Devices (IVDD), Annex IV excluding (4, 6)
(List A and B and devices for self-testing)

No. V1 104507 0003 Rev. 06

Model(s):

Page 2 of 3

On Call Plus Blood Glucose Monitoring System,

On Call Plus Blood Glucose Test Strips,

On Call EZ Il Blood Glucose Monitoring System,

On Call Advanced Blood Glucose Monitoring System,
On Call Advanced Blood Glucose Test Strips,

On Call Chosen Blood Glucose Test Strips,

On Call Vivid Blood Glucose Monitoring System (OGM-101),
On Call Vivid Blood Glucose Test Strips (OGS-101),

On Call Sharp Blood Glucose Monitoring System (OGM-
121),

On Call Sharp Blood Glucose Test Strips (0GS-121)

On Call Plus Il Blood Glucose Monitoring System (OGM-
171),

On Call Plus Il Blood Glucose Test Strips (OGS-171),
On Call Extra Blood Glucose Monitoring System (OGM-191),
On Call Extra Blood Glucose Test Strips (OGS-191),

On Call GK Dual Blood Glucose & Ketone Monitoring
System (OGM-161),

On Call Blood Ketone Test Strips (0GS-161),

Urinalysis Reagent Strips (Urine),

UTI Urinary Tract Infection Test Strips,

Cholesterol Monitoring System (CCM-111),

CHOL Total Cholesterol Test Devices (CCS-111),

TRIG Triglycerides Test Devices (CCS-112),

HDL High Density Lipoprotein Test Devices (CCS-113),
3-1 Lipid Panel Test Devices (CCS-114),

Cholesterol CTRL Control Devices,

Cholesterol Monitoring System (CCM-101),

CHOL Total Cholesterol Test Strips (CCS-101),

PT/INR Monitoring System (CCM-151),

PT/INR Test Strips (CCS-151),

Hemoglobin Testing System (CCM-141),

Hemoglobin Test Strips (CCS-141),

hCG Pregnancy Rapid Test Cassette (Urine),
Pregnancy Rapid Test Midstream,

On Call Extra Mobile Blood Glucose Monitoring System
(OGM-281),

On Call Sure Blood Glucose Monitoring System (OGM-211),
On Call Sure Sync Blood Glucose Monitoring System (OGM-
212),

On Call Sure Blood Glucose Test Strips (0GS-211),
GIMA Blood Glucose Monitoring System,

GIMA Bluetooth Blood Glucose Monitoring System,
GIMA Blood Glucose Test Strips,

On Call GU Dual Blood Glucose & Uric Acid Monitoring

TUV SUD Product Service GmbH is Notified Body with identification no. 0123

TUV SUD Product Service GmbH « Certification Body ¢ Ridlerstrale 65 + 80339 Munich + Germany
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ZERTIFIKAT & CERTIFICATE o

** *** Benannt durch/Designated by

Zentralstelle der Lander

i!Lé * fir Gesundheitsschutz

bei Arzneimitteln und
* * Medizinprodukten

www.zlg.de

Ko *** ZLG-BS-245.10.07

EC Certificate

Full Quality Assurance System

&

Product Service

Directive 98/79/EC on In Vitro Diagnostic Medical Devices (IVDD), Annex IV excluding (4, 6)
(List A and B and devices for self-testing)

No. V1 104507 0003 Rev. 06

Facility(ies):

Page 3 of 3

System (OGM-201),

On Call Blood Uric Acid Test Strips (OGS-201),

LH Ovulation Rapid Test Cassette (Urine),

Ovulation Rapid Test Midstream,

Ovulation & Pregnancy Test Combo Pack,

On Call Extra Voice Blood Glucose Monitoring System
(OGM-291),

Early Detection Pregnancy Test,

Digital Pregnancy Test,

Go-Keto Blood Glucose & Ketone Monitoring System (OGM-
161),

Go-Keto Blood Ketone Test Strips (OGS-161),

Go-Keto Blood Glucose Test Strips,

On Call Extra GM Blood Glucose Monitoring System(OGM-
191),

On Call Extra GM Blood Glucose Test Strips (0GS-191),
On Call Plus GM Blood Glucose Monitoring System,

On Call Plus GM Blood Glucose Test Strips,

Go-Keto Urinalysis Reagent Strips

ACON Laboratories, Inc.
5850 Oberlin Drive, #340, San Diego CA 92121, USA

ACON Laboratories, Inc.
10125 Mesa Rim Road, San Diego CA 92121, USA

AZURE Institute, Inc.
10125 Mesa Rim Road, San Diego CA 92121, USA

Acon Laboratories Inc.
Guerrero Negro 9942 Parque Industrial Pacifico IV, 22644 Tijuana
B.C. CP, MEXICO

TUV SUD Product Service GmbH is Notified Body with identification no. 0123

TUV SUD Product Service GmbH « Certification Body ¢ Ridlerstrale 65 + 80339 Munich + Germany



Declaration of Conformity

ACON Laboratories, Incorporated
5850 Oberlin Drive #340
San Diego, CA 92121, USA

We, the manufacturer, declare under our sole responsibility that the
In vitro diagnostic device:

Mission® Urinalysis Reagent Strips (U031-XX1)
classified as Others in the directive 98/79/EC,

meets all the provisions of the directive 98/79/EC on in vitro diagnostic
medical devices which apply to it

The self-declaration is according to Annex llI
(excluding Section 6) of the Directive.

Authorized Representative:
Medical Device Safety Service GmbH
Schiffgraben 41
30175 Hannover, Germany

Signed this 11 day of February, 2020
in San Diego, CA USA
Qiyi Xie, MD, MPH

Senior Staff, Regulatory Affairs & Clinical Affairs
Acon Laboratories, Inc.

- ==
5850 Oberlin Drive #340-San Diego, CA 92121, USA - Tel: (858) 875-8000 - Fax: (858) 875-8099
E-mail: info@aconlabs.com
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ZERTIFIKAT o CERTIFICATE o

( DAKKS

Deutsche
Akkreditierungsstelle
D-ZM-11321-01-00

Certificate

No. Q5 104507 0001 Rev. 03

Product Service

Holder of Certificate: ACON Laboratories, Inc.
5850 Oberlin Drive, #340
San Diego CA 92121
USA

Certification Mark:

EN SO 13485

tuvsud.com/ps-cert

Scope of Certificate: Design and Development, Manufacture and distribution
of In Vitro Diagnostic Test Kits and Reagents for the
Determination of Infectious Diseases, Clinical
Chemistry, Drugs of Abuse, Tumor/Cardiac Marker,
Fertility/Pregnancy and Blood Glucose Monitoring
System, Lancing Devices and Lancets

The Certification Body of TUV SUD Product Service GmbH certifies that the company mentioned
above has established and is maintaining a quality management system, which meets the
requirements of the listed standard(s). All applicable requirements of the testing and certification
regulation of TUV SUD Group have to be complied with. For details and certificate validity see:
www.tuvsud.com/ps-cert?q=cert:Q5 104507 0001 Rev. 03

Report No.: SH22743A01
Valid from: 2022-09-15
Valid until: 2025-09-06

C@t(—v

Date, 2022-09-15 Christoph Dicks
Head of Certification/Notified Body

o)
Page 1 of 2 TOV
TUV SUD Product Service GmbH « Certification Body ¢ Ridlerstrale 65 + 80339 Munich + Germany
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ZERTIFIKAT o CERTIFICATE o

( DAKKS

Deutsche
Akkreditierungsstelle
D-ZM-11321-01-00

Certificate

No. Q5 104507 0001 Rev. 03

Product Service

Applied Standard(s): ENISO 134852016
Medical devices - Quality management systems -

Requirements for regulatory purposes
(ISO 13485:2016)
DIN EN ISO 13485:2016

Facility(ies): ACON Laboratories, Inc.
5850 Oberlin Drive, #340, San Diego CA 92121, USA

Address holder for registration only

ACON Laboratories, Inc.
10125 Mesa Rim Road, San Diego CA 92121, USA

Manufacture and distribution of

In Vitro Diagnostic Test Kits and Reagents for the Determination of
Infectious Diseases, Clinical Chemistry, Drugs of Abuse,
Tumor/Cardiac Marker, Fertility/Pregnancy and Blood Glucose
Monitoring System, Lancing Devices and Lancets

ACON Laboratories, Inc.
6865 Flanders Dr., Suite B, San Diego CA 92121, USA

Storage of

In Vitro Diagnostic Test Kits and Reagents for the Determination of
Infectious Diseases, Clinical Chemistry, Drugs of Abuse,
Tumor/Cardiac Marker, Fertility/Pregnancy and Blood Glucose
Monitoring System, Lancing Devices and Lancets

AZURE Institute, Inc.
10125 Mesa Rim Road, San Diego CA 92121, USA

Design and Development of

In Vitro Diagnostic Test Kits and Reagents for the Determination of
Infectious Diseases, Clinical Chemistry, Drugs of Abuse,
Tumor/Cardiac Marker, Fertility/Pregnancy and Blood Glucose
Monitoring System, Lancing Devices and Lancets

Acon Laboratories Inc.
Guerrero Negro 9942 Parque Industrial Pacifico IV, 22644
Tijuana B.C. CP, MEXICO

Manufacture of
blood glucose test strips, antigen rapid test and IgG/IgM antibody
rapid test for infectious disease.

o)
Page 2 of 2 TOV
TUV SUD Product Service GmbH « Certification Body ¢ Ridlerstrale 65 + 80339 Munich + Germany



- Atlas Medical

* 22
Date: 130520
Declaration Ref No: DC22-0015

CE Declaration of Conformit

We,
Atlas Medical GmbH
Head office: Ludwig-Erhard-Ring 3
15827 Blankenefelde-Mahlow Germany
Tel: +49(0)3370835503O
Email: info@atlas-site.com
Middle East Site: : Sahab Industrial Zone Area, King Abdullah Il Industrial City
Amman 11512, Jordan
Tel.: +962 6 4026468
Fax: +962 6 4022588
Email: info@atlas-medical.com

Declare our responsibility that the following product:
Blood Grouping Reagents:
(Anti-A Monoclonal Reagent, Anti-B Monoclonal Reagent , Anti-AB Monoclonal Reagent and
Anti-D 1gG/IgG blend Reagent)
see the attached list of variants
That are classified as Annex II, list A
Is produced under Atlas quality system (ISO13485: 2016) supported by GMED certificate and
complies with the essential requirements of
In Vitro Diagnostic Medical Devices Directive 98/79/EC
And
ENISO 18113-1, -2 :2011, EN ISO 15223:2016
EN ISO 14971:2019, EN I1SO 23640 :2015, ISO 2859 :2017,
EN 13612:2002, EN 13641:2002 , EN 13975:2003,
EN ISO 13485:2016, EN 62366-1:2020
And
Intended for In-Vitro Professional use only.

Conformity Assessment Route:

Annex IV.3 —Approval full Quality Assurance System.

Annex IV.4-EC Design Examination (of the product)

Notified Body:

G-MED CE | o459

GMED, Laboratoire national de métrologie et d'essais
1 rue Gaston Boissier 75015 Paris
Tél. : 014043 37 00, TVA:FR 28 839 022522

EC Certificates No.:

* CE Certificate of Approval full Quality Assurance System: 33540 rev4
CE Certificate Of EC Design Examination: 33544 rev3,

Atlas Start of CE Markin Date of expi
g expiry Name & Positio i
Medical n Signature

th |
GmbH | 09" october 2017 26" May 2025 Amani Al-habahbeh | = MRXDO10F.11
(RA Manager) 21.10.2013

aAﬂGS M@(‘“Pm'

CamScanner


https://digital-camscanner.onelink.me/P3GL/g26ffx3k

) Atlas Medical

Declaration Ref No: DC22-0015

Date : 13.05.2022

52538

T R T SRR sl R EG ns o R B SRR R, | GMDN Code
Product Code™| Product Name it G e e e |
; o ' \52532 \
8.02.00.0.0010 Anti-A Monoclonal Reagent (Titer: 1/512), 10ml/vial, 1 vial/Carton Box
Anti-A Monoclonal Reagent (Titer: 1/512), 10ml/vial. 10 vials / Plastic \ 52532 \
8.02.00.1.0100 Pack
‘ : 52532 \
8.02.00.1.0180 Anti-A Monoclonal Reagent (Titer: 1/512), 10ml/vial. 18 vials / Carton Box
52538
8.02.01.0.0010 Anti-B Monoclonal Reagent (Titer: 1/512), 10ml/vial, / Carton Box \
Anti-B Monoclonal Reagent (Titer: 1/512), 10ml/vial, 10 vials / Plastic 52538
8.02.01.1.0100 Pack
: . : . 52538 \
8.02.01.1.0180 Anti-B Monoclonal Reagent (Titer: 1/512), 10ml/vial, 18 vials / Carton Box
46442
8.02.02.0.0010 Anti-AB Monoclonal Reagent (Titer: 1/512), 10ml/vial, 1 vial/ Carton Box \ \
Anti-AB Monoclonal Reagent (Titer: 1/512), 10ml/vial, 10 vials/Plastic 46442
8.02.02.1.0100 Pack
Anti-AB Monoclonal Reagent (Titer: 1/512), 10ml/vial, 18 vials/Carton 46442
8.02.02.1.0180 Box
; . : . \52647 \
8.02.03.0.0010 Anti-D 1gG/1gM Blend Reagent (Titer: 1/128), 10ml/vial, 1 vial/ Carton Box
Anti-D 1gG/IgM Blend Reagent (Titer: 1/128), 10ml/vial, 10 vials / Plastic | 52647
8.02.03.1.0100 Pack
8.02.03.1.0180 Anti-D 1gG/1gM Blend Reagent (Titer: 1/128), 10ml/vial, 18 vials / Carton 52647
Box
8.02.04.0.0010 52532
Anti-A Monoclonal Reagent (Titer: 1/256), 10ml/vial, 1 Vial/Carton Box \
8.02.04.0.0100 Anti-A Monoclonal Reagent (Titer: 1/256), 10ml/vial, 10 vials / Plastic 52532
Pack
8.02.05.0. ; . : 38
2.0:0010 Anti-B Monoclonal Reagent (Titer: 1/256), 10ml/vial, 1vial/Carton Box \ =Fs
8.02.05.0.0100 \

Anti-B Monoclonal Reagent (Titer: 1/256), 10ml/vial, 10 vials /Plastic Pack

8.02.05.6.0030

Pack

ABO Set (Anti-A (1/256), Anti-B (1/256), Anti-D (1/64)),3x10ml / plastic \ 45308

|

\

|

\

\ o

Anti-AB Monoclonal Reagent (Titer: 1/256), 10ml/vial,10 vials /Plastic \ 46442 J
J

52695
S 02U U029 ABO Set: Anti-A (1/256), Anti-B (1/256), 2x10m| /Plastic Pack
SIRA00 010010 Anti-AB Monoclonal Reagent (Titer: 1/256), 10ml/vial, 1vial/Carton Box 2098
8.02.06.1.0100
Pack
8.02.06.1.0180 Anti-AB Monoclonal Reagent (Titer: 1/256), 10ml/vial,18 vials / Carton 45308
Box
.02.07.0. : : . : 47
S0207000°0 Anti-D 1gG/IgM Blend Reagent (Titer: 1/64), 10ml/vial, 1Vial/ Carton Box \ 228
8.02.07.1.0100 Anti-D IgG/IgM Blend Reagent (Titer: 1/64), 10ml/vial, 10 vials / Plastic 52647 \
Pack
i Date of expi i+ i
MAt:i!:al Start of CE Marking piry Name & Position \  Signature, \ s
e

GmbH

gt S 26" May 2025 Amani Al-habah

21.10.2013

(RA Manager)

@Aﬂos Medical

Quality Diagnostic Products

CamScanner
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Declaration Ref No: DC22-0015

~J Atlas Medical

Date: 13.05.2022

8.02.47.0.0030 | ABO Set (Anti-A (1/512), Anti-B (1/512), Anti-D (1/128)),3x10m|/Plastic \ 45308 1
Pack
8.02.47.1.0030 | ABO Set (Anti-A (1/256), Anti-B (1/256), Anti-D (1/64)), 3x10ml /Carton | 45308 \
Box.
8.02.47.3.0030 | ABO Set (Anti-A (1/256), Anti-B (1/256), Anti-D (1/64)), 3x10ml /Plastic 45308 1
Pack
8.02.47.5.0030 | ABO Set (Anti-A (1/256), Anti-B (1/256), Anti-D (1/128)), 3x10ml/Plastic | 45308
Pack
8.02.49.0.0040 | ABO Set (Anti-A (1/256), Anti-B (1/256), Anti-AB (1/256), Anti-D (1/64)), | 45308
4x10ml/Carton Box
8.02.49.2.0040 ABO Set (Anti-A (1/256), Anti-B (1/256), Anti-AB (1/256), Anti-D (1/128)), | 45308
4 x 10ml, 4 vials/Plastic Pack
8.02.53.0.0040 | ABO Set (Anti-A (1/512), Anti-B (1/512), Anti-AB (1/512) Anti-D (1/128)), | 45308
4x10ml/Plastic Pack
8.02.53.1.0040 ABO Set (Anti-A (1/512), Anti-B (1/512), Anti-AB (1/512) Anti-D (1/128)), 45308
4x10ml, 4vials/Plastic Pack
8.02.70.0.0010 : : . 52532
Anti-A monoclonal reagent , Titer (1/1024), 10 ml/vial, 1Vial/ Carton Box
8.02.71.0.0010 ; ; . 52538
Anti-B Monoclonal reagent (Titer: 1/1024), 10 ml/vial ,1Vial/ Carton Box
8.02.72.0.0010 Anti-AB Monoclonal reagent (Titer: 1/1024) , 10 ml/vial , 1Vial/ Carton \ 45308
Box
8.02.85.0.0010 . ; 52647
Anti-D 1gG/IgM Blend Reagent , Titer 1/256, 10ml/vial, 1Vial/ Carton Box \

O Atlas Medical

/

e B
Quality Diagnostic Products

Atlas Start of CE Marking Date of expiry Name & Position }ature MRXDO10F.11
Medical m 26™ May 2025 Amani Al-habahbeh= —— 21.10.2013
GmbH 09" october 2017 (RA Manager) A

7

CamScanner


https://digital-camscanner.onelink.me/P3GL/g26ffx3k

Atlas Medical

Declaration Ref No: DC21-0194 Date: 06.09.2021

CE Declaration of Conformity

Name and address of Manufacturer Atlas Medical GmbH
Ludwig-Erhard-Ring 3, 15827 Blankenfelde-Mahlow

Germany .
Tel: +49(0)33708355030
Email: info@atlas-medical.com

Atlas Medical GmbH declared our his own responsibility that the following IVD medical devices:

Product Code Product Name GMDN code
8.00.19.0.0050 | Atlas TPHA Kit, 50 Tests 51819
8.00.19.0.0100 | Atlas TPHA Kit , 100 Tests 51819
8.00.19.0.0200 | Atlas TPHA Kit, 200 Tests 51819

Meets the essential requirments of In Vitro Diagnostic Medical Devices Directive 98/79/EC Annex |
And
EN ISO 13485 :2016, EN 18113-1, -2,:2011, EN ISO 15223:2016
EN ISO 14971:2019, EN 1SO 23640:2015, I1SO 2859/1:1999,
EN ISO 13612:2002, EN ISO 13641:2002 , EN ISO 62366-1+A1:2020.

IVD Categorization Directive 98/79, Other IVDs (Non-annex I, non-self-
test).
Conformity Assesment Route Directive 98/79/EC, Annex lIl.

Name , Address and Identification | N/A
number of notified body

Date of issuance: 06.September.2021
Place Atlas Medical GmbH
Signed by: Amani AL-Habahbeh
Position : ~ o
Regulatory Affairs Manager =

aS > gt _\\a
AP e~ e g0
'\5‘6{[( 6\859\ 2310
0
“(e\k

MRXDO10F.11
Page 1of1 11.08.2021



Atlas Medical

Declaration Ref No: DC21.0193

CE Declaration of Conformity

We,
Atlas Medical GmbH
Head office: Ludwig-Erhard-Ring 3
15827 Blankenefelde-Mahlow Germany
Tel: 449(0)33708355030
Email: info@atlas-medical.com

Middle East Site: Sahab Industrial Zone Area, King Abdullah Il Industrial City

Amman 11512, Jordan

Tel.: +962 6 4026468

Fax: +962 6 4022588
Email: info@atlas-medical.com

Declare our responsibility that the following product:

| Product Code Product Name Class GMDN code
1 8.00.18.0.0005 | RPR Carbon Antigen Reagent, 5 ml/vial General-IVD 32450
8.00.18.2.1000 | RPR Carbon Antigen 1000ml/bottle General-IVD 32450
8.00.18.0.0050 RPR Carbon Antigen Kit, 50 Tests General-IVD 32450
8.00.18.1.0050 RPR Carbon Antigen Kit, 50 Tests, White Glass | General-IVD 32450
Slide.
8.00.18.2.0500 | RPR Carbon Antigen Kit, 500 Tests (2ml latex, | General-IVD 32450
2x0.5 ml control) Without card.
8.00.18.3.0500 | RPR Carbon Antigen Kit, 500 Tests (10ml latex, | General-IVD 32450 ‘
2x0.5 ml control) Without card, stirring sticks. {
8.00.18.0.0100 | RPR Carbon Antigen Kit, 100 Tests (2ml latex, | General-IVD 32450 ‘
2x0.5 ml control)
8.00.18.2.0100 RPR Carbon Antigen Kit, 100 Tests (2ml latex, General-IVD 32450
2x0.5 ml control +White Glass slide stirring
sticks)
8.00.18.0.0025 | RPR Carbon Antigen Kit, 25 Tests (0.5ml latex, | General-IVD 32450
2x0.5 ml control)
8.00.18.0.0150 RPR Carbon Antigen Kit, 150 Tests General-IVD 32450
8.00.18.0.0200 RPR Carbon Antigen Kit, 200 Tests General-lVD 32450
8.00.18.0.0250 | RPR Carbon Antigen Kit, 250 Tests ] | General-IvD— - 3214\50
Y Aflas Medicar
Atlas First issue date Date of review Mar}ﬁgen\ﬁq;@pproval Prediet 'M‘RXDOIOF.IO
Medical September.2021 06.09,2021 i,l'w’/ 08.02.2011

}l)h«w\;\ A(v‘”ﬂl’“‘ ol —
RA Hawsy——

CamScanner
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< | Atlas Medical

Declaration Ref No: DC21-0193

8.00.18.0.0500 | RPR Carbon Antigen Kit,500 Tests General-IVD 32450
8.00.18.0.1000 | RPR Carbon Antigen Kit, 1000 Tests General-IVD 32450
8.00.18.4.0500 | RPR Carbon Antigen Kit,500 Tests (3x3.4m| General-IVD 32450
reagent,2x1 controls)
8.00.18.5.0500 | RPR Carbon Antigen Kit, 500 Tests, (3x3.4ml General-IVD 32450
reagent,2x1 controls)
8.00.18.8.0500 | RPR Carbon Antigen 500 Test (10ml reagent) | General-IVD 32450
without Control's.
8.00.18.9.0050 | RPR Carbon Antigen Kit, (5x10ml General-IVD 32450
Reagent,2x2ml Control) , white glass Slide,
Stirring Stick.
8.33.04.0.0001 | RPR Positive control General-IVD 32450
8.33.04.1.0001 | RPR Positive control ,Bulk General-IVD 32450
8.33.04.0.0100 | RPR Positive control(100ml/vial) General-IVD 32450
8.33.04.0.0500 RPR Positive control(500ml/bottle) General-IVD 32450
8.33.08.0.0001 | RPR Negative control General-lVD 32450

Is produced under Atlas quality system (15013485: 2016) supported by GMED certificate:

Certificate N°.: 36655 rev 1
Expiry Date: October 8 ¥.2023
and complies with the essential requirements of

In Vitro Diagnostic Medical Devices Directive 98/79/EC Annex |
And

EN ISO 18113-1, -2 :2011, EN ISO 15223:2016
EN ISO 14971:2019, EN ISO 23640 :2015 , 1SO 2859 :2017,
EN 13612:2002, EN 13641:2002, EN 13975:2003, 1SO 13485:2016

And
Intended for In-Vitro Professional use only.
This Declaration includes the batches produced beyond this day according to the product Lot Log.

Manufacturer

Atlas Medical GmbH
Ludwig-Erhard-Ring 3

15827 Blankenefelde-Mahlow Germany.

First issue date Date of review

Atlas
Medical

Management approval

——

MRXDO10F.10
08.02.2011

September.2021 06.09.2021

/q,*ﬂ;. YT Ry P —
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Atlas Medical CE..

Blood Grouping Reagents:

Anti-A Monoclonal Reagent, Anti-B Monoclonal
Reagent, Anti-AB Monoclonal Reagent, Anti-D
1gG/1gM blend Reagent, & Their variants
SLIDE AND TUBE TESTS

For In-Vitro and professional use only

I~ /rm Store at 2- 8°C
INTENDED USE
The blood grouping reagents are used to detect the presence or absence
of A, B or Rhesus Antigens on the surface of human red blood cells based
on hemaglutination using slide or tube test techniques in whole blood
samples or anticoagulant blood samples collected in EDTA , citrate or
heparin tubes.

INTRODUCTION & PRINCIPLES

Blood grouping reagents are prepared from In-Vitro culture supernatants
of hybridized immunoglobulin-secreting mouse cell lines. The reagents are
diluted with phosphate buffer containing sodium chloride, EDTA and
bovine albumin to give reagents that are optimized for use in tube and
slide procedures. Anti-A monoclonal reagent is colored with acid blue
(patent blue) dye, Anti-B monoclonal reagent is colored with acid yellow
(tartrazine) dye, and Anti-AB monoclonal reagent is not colored. The test
procedure is based on hemaglutination principle, where red cells
possessing the antigen agglutinate in the presence of the corresponding
antibody indicating that the result is positive. The test is considered
negative when no agglutination appears.

Anti-D IgG/IgM blend reagent is prepared from carefully blended human
monoclonal IgM and IgG. Anti-D 1gG/IgM blend reagent is suitable for slide
and tube test procedures. The reagent will directly agglutinate Rh D
positive cells, including majority of variants (but not DY) and a high
proportion of weak D (Du) phenotypes. The reagent will agglutinate
category DV' and low grade weak D (DY) phenotypes by the indirect
anti-globulin techniques.

Anti-D IgG/IgM blend reagent is diluted with a sodium chloride solution,
sodium phosphate solution and bovine albumin (sodium caprylate free).
Anti-D 1gG/IgM blend reagent is not colored. The procedure is based on
hemaglutination principle, where red cells’ possessing the antigen
agglutinates in the presence of the corresponding antibody in the reagent
indicating that the result is positive. The test is considered negative when
no agglutination appears.

MATERIALS
MATERIALS PROVIDED
Blood Grouping Reagents:
e Anti-A monoclonal reagent (10 ml/vial), Clone: (9113D10).
e Anti-B monoclonal reagent (10 ml/vial), Clone: (9621A8).
e Anti-AB monoclonal reagent (10ml/vial), Clone:
(152D12+9113D10).
e Anti-D 1gG/IgM Blend reagent (10 ml/vial), Clone: (P3X61 +
P3X21223B10 + P3X290 + P3X35).
MATERIALS NEEDED BUT NOT PROVIDED
e Plastic test tube or glass.
e |sotonic saline solution (% 0.9) NaCl).
e Applicator sticks.
e Centrifuge (100-1200 (g) for tube test).
e Timer.
e Incubator
e Anti-Human Globulin Reagent (can be ordered from Atlas Medical).
e White or transparent glass slide.

PRECAUTIONS

e The reagents are intended for in vitro diagnostic use only.

e The test is for well trained professional healthy user not for lay
user.

e These reagents are derived from animal and human sources, thus,
appropriate care must be taken in the use and disposal of these
reagents, as there are no known test methods that can guarantee
absence of infectious agents.

e Do not use reagents if it is turbid or contain particles as this may
indicate reagent deterioration or contamination.

e Protective clothing should be worn when handling the reagents.

e The reagents contain (0.1-0.2%) Sodium Azide and 0.02% sodium
arseniate which is toxic and can be absorbed through the skin.
When drained, the drains should be thoroughly flushed with
water.

e The reagents should be used as supplied and in accordance to the
procedure mentioned below. Don’t use beyond expiration date.

e Avoid cross contamination of reagents or specimens.

e Visible signs of microbial growth in any reagent may indicate
degradation and the use of such reagent should be discontinued.

e Don't use these reagents if the label is not available or damaged.

e Do not use dark glass slide.

e Don't use the kit if damaged or the glass vials are broken or leaking
and discard the contents immediately.

e Test materials and samples should be discarded properly in a
biohazard container.

e Wash hands and the test table top with water and soap once the
testing is done.

e Heamolysed blood sample should not be used for testing.

e The test should be performed at room temperature in a well let
area with very good visibility.

e Failure to follow the procedure in this package insert may give false
results or safety hazard.

e Close the vial tightly after each test.

e The reagent is considered toxic, so don’t drink or eat beside it.

o If spillage of reagent occurs clean with disinfectant (disinfectant
used could be irritable so handle with care).

STORAGE CONDITIONS
e The reagents should be stored refrigerated between 2 - 8°C.
e Never Freeze or expose to elevated temperature.
e The reagent is stable until the expiry date stated on the product
label. Do not use the reagents past the expiry date.

REAGENT PREPRATION
e The reagents are intended for use as supplied, no prior preparation
or dilution of the reagent is required.
e All reagents should be brought to room temperature before use.

SPECIMEN COLLECTION AND PREPARATION

e Blood collected with or without anticoagulant (EDTA, Heparin or
Citrate) can be used for Antigen typing.

Note: Blood collected without anticoagulant should be tested

immediately.

e The specimens should be tested as soon as possible after collection.
If testing is delayed, the specimens should be stored at 2- 8 2C,
Sample must be retained to room temperature prior to analysis.
(Testing should be carried out within five days of collections).

e Insure that there is no sign of hemolysis.

e At the time of the test, centrifuge the blood sample at 1200 RCF for
3 minutes.

e Blood collection is to be done with great care.

PROCEDURES
A. DIRECT TUBE METHOD AT ROOM TEMPERATURE
1. Prepare a 5% suspension of red blood cells in isotonic solution.
2. Using the vial dropper, transfer a drop (40+10ul) of each reagent
into a separate and appropriately marked tube.
3. Add 50 pl of red blood cell suspension prepared in step 1.
4. Shake to homogenize the mixture, then centrifuge at 500g for 1
minute.
5. Gently shake the tube in such a way to detach the cell pellet and
macroscopically observe for any possible agglutination.
6. Read the reaction immediately.
7. For Anti-D tube, if the reaction is weak or negative, shake the tubes
and incubate at 37°C for 15 minutes.
8. Wash the red blood cells twice with isotonic saline solution (NaCl
0.9%) and discard the last washing liquid.
9. Add one drop (50ul) of the AHG reagent into the tube. Mix and
centrifuge at 120g for 1 minute.
10. Gently shake the tube in such a way to detach the cell pellet and
macroscopically observe for any possible agglutination.
11. Read the reaction immediately.
B. ANTIGLOBULIN INDIRECT METHOD for ANTI-D
1. After immediately centrifuging and reading as above, if the reaction
is weak or negative, shake the tubes and incubate at 37°C for 15
minutes.
2. Wash the red blood cells twice with isotonic saline solution (NaCl
0.9%) and discard the last washing liquid.
3. Add one drop (40 pl £ 10 pl) of ANTI-HUMAN GLOBULIN to the
tube. Mix and centrifuge at 120 (g) for 1 minute.
4. Gently shake the tube in such a way to detach the cell pellet and
macroscopically observe for any possible agglutination.
5. Read the reaction immediately.
C. DIRECT SLIDE METHOD AT ROOM TEMPERATURE
1. Bring reagents and samples to room temperature (18-25°C).
2. Using the wax pen divide the slide into appropriate numbers of
divisions.
3. Using the provided dropper, place one drop (40 pl + 10 pl) of each
reagent onto its correspondent division on the slide.
4. Add 25pl of the precipitated cells next to each drop of reagents.
5. Mix the reagent and the cells using a clean stirring stick over an
area with a diameter of approximately 20-40mm.
6. Incubate the slide at room temperature (18-25°C) without stirring
for 30 seconds.
7. Hold the slide and gently rock the slide for 3 minutes and observe
macroscopically for any agglutination.
8. Read the reaction immediately.



READING THE RESULT g
- 2
POSITIVE: If Agglutination appears. CE marked % % g £
NEGATIVE: If no agglutination is observed. device 3 3 8 £
Use the below table to determine the blood group: ©
Result of each reaction 61 61 61 61 100%
K] ® ® Tube Technique
< § ¢ o § € 25E| a2 g ABO
L5 9 L 5 O s ) L N c 0
€Eo® € o W EoR| ET L Group Group B
<5¢| <5 S5 <%= g — - -
g g g = Positive with anti-B monoclonal reagent and anti-AB
monoclonal reagent
- + + A+ Negative with anti-A and Negative control
- + - A- [
2
- + + + B+ CE marked ff < b 2
Q
- + + - B- device 2 3 3 E
+ + + + AB+ ©
+ + + - AB- 61 61 61 61 100%
- - - + O+
- - - - O Slide Technique
STABILITY OF THE REACTIONS Group O
e ABO Blood Grouping Tube tests should be read immediately Negative with anti-A monoclonal reagent, Anti-B
following centrifugation. monoclonal reagent and anti-AB monoclonal reagent
e Slide tests should be interpreted within three minutes to avoid the Negative with Negative control
possibility that a negative result may be incorrectly interpreted as g
positive due to drying of reagents. CE marked g % &g &
e Delay in reading and interpreting results may result in weekly device — -~ -~ §
positive or falsely negative reactions. Slide tests should be ©
interpreted at the end of the three minutes. 241 241 241 241 100%
PROCEDURE LIMITATION Tube Technique
1. False positive/ negative results may occur due to: Group O

e Contamination from test materials.
e Improper storage, cells concentration, incubation time or
temperature.

Negative with anti-A monoclonal reagent, Anti-B
monoclonal reagent and anti-AB monoclonal reagent
Negative with Negative control

e Improper or excessive centrifugation. °
e Deviation from the recommended technique. =
q L CE marked I b b LE
e Blood samples of weak A or B subgroups may give rise to false devi s 3 5 2
. ) . . evice
negative results or weak reactions when tested using slide test S
method. It is advisable to re-test weak subgroups using tube
test method. 243 243 243 243 100%
2. Weaker reactions may be observed with stored blood than with
fresh blood. Slide Technique
3. ABO antigens are not fully developed at birth, weaker reactions

Group AB
Positive with anti-A monoclonal reagent, Anti-B
monoclonal reagent and anti-AB monoclonal reagent
Negative with Negative control

may therefore occur with cord or neonatal red cells.

. ABO blood grouping interpretation on individuals greater than 6
months old should be confirmed by testing serum or plasma of the
individual against group A and group B red cells (reverse grouping).

S

If the results obtained with the serum do not correlate with the red §
cell test, further investigation is required. CE marked % % % %’_
5. Return the kit to the agent if it does not function properly. device - - - £
6. Anti-D 1gG/IgM blend Reagent tests conducted on particular °
weak-D phenotypes, while satisfactory, cannot ensure recognition 33 33 33 33 100%
of all weak variants, due to the variability of antigen patterns. Tube Technique
DIAGNOSTIC PERFORMANCE CHARACTERISTICS Group AB
The following tables compare the results in slide and tube techniques of 3 Positive with anti-A monoclonal reagent, Anti-B
lots of Atlas Medical reagents and the results of a CE marked device. monoclonal reagent and anti-AB monoclonal reagent
Slide Technique Negative with Negative control
Q
Group A CE marked I b b E
Positive with anti-A monoclonal reagent and anti-AB device S 9 9 g
monoclonal reagent o
Negative with anti-B and Negative control
" 24 24 24 24 100%
CE marked < @ 9 E No inversion in diagnosis has been shown: from a qualitative point of view
device 9 9 9 g we have observed 100% compliance in direct group testing in slide and
8 tube techniques for determination of A, B, AB and O groups for the three
lots of Atlas Medical.
232 232 232 232 100%
Tube Technique QUALITY CONTROL
Group A The reactivity of all blood grouping reagents should be confirmed by

testing known positive and negative red blood cells on each day of use.
To confirm the specificity and sensitivity, Blood grouping reagents should
be tested with antigen-positive and antigen-negative red blood cells.

Positive with anti-A monoclonal reagent and anti-AB
monoclonal reagent
Negative with anti-B and Negative control

g REFERENCES
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212 212 212 212 100% 2. Issin P D Applied Blood Group Serology, 3rd ed. Miami: Montgomery
Scientific, 1985.
3. Kholer G., Milstein C. Continuous culture of fused cells secreting
Slide Technique antibody of predefined specificity, 256, 495-497, 1975
Group B 4. Messeter L. et. al. Mouse monoclonal antibodies with anti-A, anti-B
Positive with anti-B monoclonal reagent and anti-AB and anti-A,B specificities, some superior to human polyclonal ABO
monoclonal reagent reagents, Vox Sang 46, 185-194, 1984
Negative with anti-A and Negative control 5. Race R.R. and Sanger R. Blood groups in man, 6th ed., Oxford:

Blackwell Scientific, 1975.
Voak D. ET. al., Monoclonal anti-A and anti-B development as cost
effective reagents. Med. Lab. Sci 39, 109-122. 1982.
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LIST OF VARIENTS:

Product Code Product Name

8.02.00.0.0010 Anti-A Monoclonal Reagent (Titer: 1 /512), 10ml/vial, 1 vial/Carton Box

8.02.00.1.0100 Anti-A Monoclonal Reagent (Titer: 1 /512), 10ml/vial. 10 vials / Plastic Pack

8.02.00.1.0180 Anti-A Monoclonal Reagent (Titer: 1 /512), 10ml/vial. 18 vials / Carton Box

8.02.01.0.0010 Anti-B Monoclonal Reagent (Titer: 1 /512), 10ml/vial, / Carton Box

8.02.01.1.0100 Anti-B Monoclonal Reagent (Titer: 1 /512), 10ml/vial, 10 vials / Plastic Pack

8.02.01.1.0180 Anti-B Monoclonal Reagent (Titer: 1 /512), 10ml/vial, 18 vials / Carton Box

8.02.02.0.0010 Anti-AB Monoclonal Reagent (Titer: 1 /512), 10ml/vial, 1 vial/ Carton Box

8.02.02.1.0100 Anti-AB Monoclonal Reagent (Titer: 1 /512), 10ml/vial, 10 vials/Plastic Pack

8.02.02.1.0180 Anti-AB Monoclonal Reagent (Titer: 1 /512), 10ml/vial, 18 vials/Carton Box

8.02.03.0.0010 Anti-D IgG/IgM Blend Reagent (Titer: 1 /128), 10ml/vial, 1 vial/ Carton Box

8.02.03.1.0100 Anti-D IgG/IgM Blend Reagent (Titer: 1 /128), 10ml/vial, 10 vials / Plastic Pack

8.02.03.1.0180 Anti-D IgG/IgM Blend Reagent (Titer: 1 /128), 10ml/vial, 18 vials / Carton Box

8.02.04.0.0010 Anti-A Monoclonal Reagent (Titer: 1 /256), 10ml/vial, 1 Vial/Carton Box

8.02.04.0.0100 Anti-A Monoclonal Reagent (Titer: 1 /256), 10ml/vial, 10 vials / Plastic Pack

8.02.05.0.0010 Anti-B Monoclonal Reagent (Titer: 1 /256), 10ml/vial, 1vial/Carton Box

8.02.05.0.0100 Anti-B Monoclonal Reagent (Titer: 1 /256), 10ml/vial, 10 vials /Plastic Pack

8.02.05.6.0030 ABO Set (Anti-A (1/256), Anti-B (1 /256), Anti-D (1/64)),3x10ml / plastic Pack

8.02.05.7.0020 ABO Set: Anti-A (1/256), Anti-B (1 /256), 2x10ml /Plastic Pack

8.02.06.0.0010 Anti-AB Monoclonal Reagent (Titer: 1 /256), 10ml/vial, lvial/Carton Box

8.02.06.1.0100 Anti-AB Monoclonal Reagent (Titer: 1 /256), 10ml/vial,10 vials /Plastic Pack

8.02.06.1.0180 Anti-AB Monoclonal Reagent (Titer: 1 /256), 10ml/vial,18 vials / Carton Box

8.02.07.0.0010 Anti-D IgG/IgM Blend Reagent (Titer: 1 /64), 10ml/vial, 1Vial/ Carton Box

8.02.07.1.0100 Anti-D IgG/IgM Blend Reagent (Titer: 1 /64), 10ml/vial, 10 vials / Plastic Pack

8.02.47.0.0030 | ABO Set (Anti-A (1 /512), Anti-B (1 /512), Anti-D (1 /128)),3x10ml/Plastic Pack

8.02.47.1.0030 | ABO Set (Anti-A (1 /256), Anti-B (1 /256), Anti-D (1 /64)), 3x10ml /Carton Box.

8.02.47.3.0030 ABO Set (Anti-A (1 /256), Anti-B (1 /256), Anti-D (1 /64)), 3x10ml /Plastic Pack

8.02.47.5.0030 | ABO Set (Anti-A (1 /256), Anti-B (1 /256), Anti-D (1 /128)), 3x10ml/Plastic Pack

8.02.49.0.0040 | ABO Set (Anti-A (1 /256), Anti-B (1 /256), Anti-AB (1 /256), Anti-D (1 /64)), 4x10ml/Carton Box

8.02.49.2.0040 ABO Set (Anti-A (1 /256), Anti-B (1 /256), Anti-AB (1 /256), Anti-D (1 /128)), 4 x 10ml, 4 vials/Plastic Pack

8.02.53.0.0040 | ABO Set (Anti-A (1 /512), Anti-B (1 /512), Anti-AB (1 /512) Anti-D (1 /128)), 4x10ml/Plastic Pack

8.02.53.1.0040 | ABO Set (Anti-A (1/512), Anti-B (1 /512), Anti-AB (1 /512) Anti-D (1 /128)), 4x10ml, 4vials/Plastic Pack

8.02.70.0.0010 Anti-A monoclonal reagent , Titer (1/1024), 10 ml/vial, 1Vial/ Carton Box

8.02.71.0.0010 Anti-B  Monoclonal reagent (Titer: 1 /1024) , 10 ml/vial ,1Vial/ Carton Box

8.02.72.0.0010 Anti-AB  Monoclonal reagent (Titer: 1 /1024), 10 ml/vial , 1Vial/ Carton Box

8.02.85.0.0010 Anti-D IgG/IgM Blend reagent ( Titer 1 /256), 10ml/vial, 1Vial/ Carton Box
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RPR SYPHILIS CARD TEST
For In-Vitro diagnostic and professional use only

8°C
- A Store at 2to 8 °C

INTRODUCTION

Syphilis is a disease caused by infection with the spirochete
Treponema pallidum. The infection is systemic and the
disease is characterized by periods of latency. These features,
together with the fact that T pallidum cannot be isolated in
culture, mean that serologic techniques play a major role in
the diagnosis and follow-up of treatment for syphilis.

Syphilis is categorized by an early primary infection in which
patients may have non-specific symptoms, and potentially,
genital lesions. Patients tested by serology during the primary
phase may be negative for antibodies, especially if testing is
performed during the first 1 to 2 weeks after symptom onset.
As the disease progresses into the secondary phase,
antibodies to T pallidum reach peak titers, and may persist
indefinitely regardless of the disease state or prior therapy.
Therefore, detection of antibodies to nontreponemal
antigens, such as cardiolipin (a lipoidal antigen released by
host cells damaged by T pallidum) may help to differentiate
between active and past syphilis infection. Nontreponemal
antibodies are detected by the rapid plasma reagin (RPR)
assay, which is typically positive during current infection and
negative following treatment or during late/latent forms of
syphilis.

PRINCIPLE

RPR utilises carbon particles coated with cardiolipin antigen
to detect reagin antibodies present in serum or plasma of
syphilitic persons.

Specimens that contain reagin cause aggregation of the
carbon particles which appear as dark clumps against a white
background. The aggregation can be read macroscopically.
Non-reactive samples typically appear as a smooth non-
aggregated pattern which may form buttons in the centre of
the test area.

MATERIALS

MATERIALS PROVIDED

e RPR carbon antigen reagent:Contains less than 0.1%
sodium azide.

e Positive Control : Contains less than 0.1% sodium azide.

e Negative control: Contains less than 0.1% sodium azide

e RPRtest cards (Optional).

e Plastic sticks.

e Package insert.

NOTE: This package insert is also used for individually
packed reagent.

MATERIALS NEEDED BUT NOT PROVIDED
e Rotator (100rpm).

e Timer.
e Pipettes.
SAMPLES

Fresh serum or plasma. The samples with presence of fibrin
should be centrifuged before testing. Do not use highly
hemolized or lipemic samples.

PRECAUTIONS

e For professional in vitro diagnostic use only. Do not use
after expiration date.

e Do not eat, drink or smoke in the area where the
specimens or kits are handled.

e Always use a fresh pipette tip for every test.

e Handle all negative and positive in the manner as patient
specimens .

e Wear protective clothing such as laboratory coats,
disposable gloves and eye protection when specimens are
assayed.

e The used test should be discarded according to local
regulations.

e Components of different human origin have been tested
and found to be negative for the presence of antibodies
anti- HIV 1+2 and anti-HCV, as well as for HBsAg.
However, the controls should be handled cautiously as
potentially infectious.

STORAGE AND STABILITY
All components of the kit are stable until the expiration date
on the label when stored tightly closed at 2-8°C.

PROCEDURES

QUALITATIVE PROCEDURE

o Mix well the RPR reagent before use.

1. Bring the reagents and samples to room temperature.

2. Dispense 50 pL of each sample into a separate circle on
the card. Use a separate tip for each sample.

3. Dispense 1 drop of each of positive and negative
controls into two additional circles.

4. Gently shake the dispensing vial and slightly press to
remove air bubbles from the needle and the drop
obtained is correct.

5. Dispense 1 drop (17.5 pl) of RPR antigen to each circle
next to the sample to be tested.

6. Place the card on a mechanical rotator and rotate at 100
r.p.m. for 8 minutes.

7. Observe macroscopically for agglutination within a
minute after removing the card from the rotator.

SEMI-QUANTITATIVE PROCEDURE

e  Mix well the RPR reagent before use.
Make doubling dilutions from Undiluted to 1:16
normal saline.

2. Place 50 pl of each dilution in to a separate circle on
the test card.

3. Spread each dilution evenly over the test circle.

4. Continue as from Qualitative procedure .
The titer of the sample is expressed as the final
dilution which shows aggregation of the carbon
particles.

PERFORMANCE CHARACTERISTICS
1. Sensitivity: 100%.
2. Specificity: 100%.

INTERPRETATION OF TEST RESULTS
1. Strong Reactive: Large clumps of carbon particles with a
clear background.

2. Reactive: Large clumps of carbon particles somewhat
more disperse than Strong Reactive pattern.

3. Weak Reactive: Small clumps of carbon particles with
light grey background.



4. Trace Reactive: Slight clumping of carbon particles
typically seen as a button of aggregates in the centre of
the test circle or dispersed around the edge of the test
circle.

5. Non-Reactive: Typically a smooth grey pattern or a
button of non-aggregated carbon particles in the centre
of the test circle.

REFERENCES
e Falcone V.H., Stout G.W. and Moore M.B. Jr., PHR 79:
491-495, 1964.
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TPHA TEST KIT

For the detection of antibodies to T.pallidum in
human Serum using micro haemagglutination.

For In-Vitro diagnostic and professional use only
8%
2 ,i Store at 2°to 8°C

INTENDED USE

TPHA test kit is designed for the detection of antibodies to Treponema
pallidum (1gG and IgM antibodies) in human serum or plasma based on
the principle of passive haemagglutination.

INTRODUCTION

Syphilis is a venereal disease caused by the spirochaete micro-organism
Treponema pallidum. As this organism cannot be cultured on artificial
media the diagnosis of syphilis depends on the correlation of clinical
data with the specific antibody demonstrated by serological tests.
Serological screening tests for syphilis using cardiolipin and lecithin as
antigens are simple to perform but biological false positive (BFP)
reactions occur frequently because the tests use non-treponemal
antigens.

The TPl and FTA-ABS tests utilize pathogenic Treponema pallidum as the
antigen but these tests present some difficulties for routine
serodiagnosis. The TPI test requires living pathogenic T.Pallidum and the
FTA-ABS test requires a flourescence microscope. Both tests require a
high level of expertise.

TPHA test kit has been shown to be a convenient and specific test for the
diagnosis of treponemal infection, having specificity similar to that of the
TPI test and sensitivity comparable to that of the FTA-ABS test. It
requires minimum laboratory equipment and is very simple to perform.
TPHA reagents are used to detect human serum antibody to T.pallidum
by means of an indirect haemagglutination (IHA) method. Preserved
avian erythrocytes are coated with antigenic components of pathogenic
T.pallidum (Nichol’s strain). These Test Cells agglutinate in the presence
of specific antibodies to T.pallidum, and show characteristic patterns in
microtitration plates.

Any non-specific reactions occurring are detected using the Control Cells,
which are avian erythrocytes not coated with T.pallidum antigens. Non-
specific reactions may also be absorbed out using these Control Cells.
Antibodies to non-pathogenic treponemes are absorbed by an extract of
Reiter’s treponemes, included in the cell suspension. Test results are

ce

obtained in 45-60 minutes and the cell agglutination patterns are both
easily read and long lasting.

The test sample is diluted in absorbing diluent to remove possible cross-
reacting heterophile antibody and to remove, block, or absorb
potentially cross-reacting. Nonpathogenic treponemal antibodies.

MATERIALS
MATERIALS PROVIDED

. Test cells; preserved avian erythrocytes sensitised with
T.pallidum antigen.

. Control cells; preserved avian erythrocyte.

. Diluent.

. Positive control serum; (prediluted 1:20), Use neat. This
will give an equivalent titer of 1/640:/2560 in the
quantitative test.

. Negative control serum; (prediluted 1:20), Use neat.

. Package Insert.

MATERIALS NEEDED BUT NOT PROVIDED
. Accurate pipettes for delivering 10:25:75 and 190 microlitres.
. U-Well microtitration plates.

PRECAUTIONS

The reagents and controls contain 0.1% sodium azide as a preservative.
Avoid ingestion and contact with skin or mucus membrane. Normal
laboratory precautions should be maintained while handling test
reagents.

REAGENTS HANDELING
. All the reagents must be allowed to reach room temperature
before use.
. Do not freeze any of the reagents.
. Do not use heamolysed, contaminated or lipaemic serum or
plasma for testing as this will adversely affect the results.

REAGENTS STORAGE

. The kit should be stored at 2-82 C in an upright position at all
times.

. Under these conditions, kit performance characteristics will
be maintained for at least 15 or 18 months from date of
manufacture. See expiry date on kit label.

. Reagents should be discarded if they become contaminated
or do not demonstrate correct activity with the controls.

. The reagents in each kit have been standardized to produce
the proper reaction and reagents should not be interchanged
with those from other batches.

SAMPLE PREPARATION
. The test is designed for use with serum only.

. Plasma samples should not be used.

. The samples should be free from haemolysis and
contamination.

. Serum samples may be stored at 2-8° C if a preservative is
added prior to storage.

. For long term storage sera should be stored at -20° C Strictly
avoid contaminating any of the reagents or serum dilutions
with saliva. This will cause confusing patterns similar to
positive results with specimens which should be negative.

PROCEDURES
QUALITATIVE METHOD
Each sample requires 3 wells of a microtitration plate.
1.  Add 190ul of diluent to Well 1.
2. Add 10plserum to Well 1. (Sample dilution 1:20).
3. Using a micropipette, mix contents of Well 1 and
transfer 25ul to Wells 2 & 3.
4.  Ensure that the Test and Control Cells are thoroughly
resuspended. Add 75plof control cells to Well 2. Add
75ul of Test Cells to Well 3.
5.  Tap the plate gently to mix the contents thoroughly.
6.  Incubate 45-60 minutes at room temperature.
7.  Caution! Keep the plate away from heat, direct sunlight
and any source of vibration.

8.  Read results. Results are stable for 24hrs if the plate is
covered and the above precautions are observed.
NOTE
Kit controls can be run in parallel and are diluted and ready for use.

QUANTITATIVE TEST
Each sample requires 8 Wells of a microtitration plate, Labeled A
through to H.
1. Add 25ul of diluent to Wells B to H inclusive.
2. Transfer 25plof 1:20 serum dilution from screening test
to Wells A and B.
3. Take 25ul of diluted serum from Well B and serially
dilute from Wells B to H inclusive in 25ul aliquots,
discarding 25ul of diluted serum from Well H.
4.  Ensure that the Test Cells are thoroughly resuspended.
Add 75ul of Test cells to wells A to H inclusive. This will
give a dilution of serum of 1/ 80 in well A through 1/
10240 Well H.
5.  Shake the plate gently to mix the contents thoroughly.
6.  Incubatefor45-60 minutes at room temperature.
7.  Caution! Keep the plate away from heat, direct sunlight
and any source of vibration.
8.  Read results. Results are stable for 24hrs. if the plate is
covered and the above precautions are observed.



RESULTS
RESULTS TEST CELLS CONTROL CELLS
Strong Positive Full  cell pattern | No  agglutination
covering the bottom | tight button
of the well.
Weak Positive Cell pattern covers | No  agglutination

approx. 1/3 of well | tight button
bottom

Indeterminate Cell pattern shows a | No agglutination

distinctly open center | tight button

Negative Cells settled to a | No agglutination
compact bottom, | tight button
typically with a small
clear center.

Non-specific * Positive reaction Positive reaction

Non-specific absorption *
1. Add 10ul to a small tube then add 190ul of Control
Cells. Mix well and stand for 30 minutes.
2. Centrifuge for 15 minutes at 1000 rpm and test the
supernatant by the qualitative method.
Note:
If the result is repeatedly non-specific the sample should be tested by
another method eg. Reagin or FTA-ABS.
Although TPHA test is highly specific, false positive results have been
known to occur in patients suffering from leprosy, infectious
mononucleosis and connective tissue disorders. For confirmation FTA-
ABS test should be used.

INTERPRETATION OF RESULTS.

Strong positive reactions may show some folding at the edge of the cell
mat.

When the Test well is positive, the Control well should be observed.

The Control cells should settle to a compact button. They should not be
used as a comparison for Non-Reactive serum patterns since the Control
Cells will give a more compact pattern than the Test Cells.

Weak positive may show partially not full cell pattern cover the well
bottom

INVALID may show Agglutination in the Control well indicates the
presence of non-specific agglutinins in the sample. A serum that gives
this result may be absorbed using the Control Cells as detailed under
Non-specific absorption.

INDETERMINATEA may show a doubtful reaction with Test Cells This
result may indicate a low level of antibody in early primary syphilis or
yaws. This sample should be first retested in the qualitative test then a
further sample should be tested at a later date to determine whether or

not there is a rising titer. It is also advisable to perform a regain test
and/or another confirmation test (FTA-ABS) to complete the profile of
the test serum.

Negative may show cells settled as a dot at the bottom of the well

PERFORMANCE

SENSITIVITY

With clinical samples when compared to FTA-ABS and/or clinical
diagnosis was 99.7% (298/299)

SPECIFICITY

With clinical samples was 99.3% (301/303).

CROSS REACTIVITY
Reactive results may indicate an active or successfully treated infection.
The following have all been shown not to interfere with the test results
(10 clinical samples of each)

. Rheumatoid Factor.

. Post Hepatitis B vaccination.

. Genital Herpes.

o Leptospirosis.

. EBV Infection.

. SLE.

. Lyme’s Disease.
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STATEMENT

We, DIALAB Produktion und Vertrieb von chemisch-technischen Produkten und
Laborinstrumenten Gesellschaft m.b.H., having a registered office at 1Z-NOE Sued
Hondastrasse, Objekt M55, A-2351 Wr. Neudorf, AUSTRIA assign SRL SANMEDICO having a
registered office at A. Corobceanu street 7A, apt. 9, Chisinau MD-2012, Moldova, as
authorized representative in correspondence with the conditions of directive 98/79/EEC.
We declare that the company mentioned above is authorized to register, notify, renew or
modify the registration of medical devices on the territory of the Republic of Moldova.

This declaration will stay in force for 2 years or if one of the parties is deciding to cancel it
with a one-month notice.

Date :05.04.2023
Signature:

en ghd Lul rr;'r\ns rumenien fischaft m.b.H.
v, bpuibnt, O Baud, Hordustr. Obj.M55
: )24 PRl - o F fh) Z2aH 860910 - 30

s HUTL N

at

Christina Ernst
Export Manager

DIALAB Produktion und Vertrieb 1Z-NDE Suad Phone: +43(0)2234 £60910-0 ging Director | ftsfiihrar Raiffeizen Regionalbank Moedling
von chemisch-technischen Hondastrasse, Objeki 2455 Fax:  +43{0)2236 $60910-30 Murat Estelik, Dipl. Ing. Marlene Ramsay BIC / SWiFT: RLNWATWWGTD
Produkten und Laborinstrumenten 2351 WR. NEUDORF Mail:  officegdialab.at FN 108 078p [ Landesgericht Wr. Naustadt BANE: AT?7 3225 0000 0070 6739

Geselizchaft mbH. AUSTRIA www.dialab.et UID/YAT: ATU 150 1346 04 | DVR: D130B85 IBAN UsD):  ATS52 3225 9301 0070 5739
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EC Certificate IVDD 22 004 0137

Full Quality Assurance System

Directive 98/79/EC on In Vitro Diagnostic Medical Devices
Annex |V excluding section 4 and section 6

Certificate holder: DIALAB Produktion und Vertrieb von L'.‘ ¢
chemisch - technischen al. e |8
Produkten und Laborinstrumenten WA, 3-'}'
Gesellschaft m.b.H LA L,
|Z NOE-Sued Hondastrasse Objekt
M55, A-2351 Wiener Neudorf, Austria @)t i)
Related audit report: AIVDD 2022NB003 101

Other Facility(ies): -

The certificate was issued with respect to the following scope:

HBsAg Sensitive ELISA

This certificate is effective from 24 May 2022 until 26 May 2025 and remains valid
subject to execution of regular examinations and continuous compliance.
Initial version of the certificate was effective from 24 May 2022.

Certification has been authorized by

c\( Digitally signed
by Radovan Méacaj

Radovan Macaj
Head of Notified body

bgs.
Certified In Vitro diagnostic
medical device

bgs issued the certificate on the basis of performed examination in accordance with Council Directive 98/79/EC, Slovak government
decree No. 569/2001 Coll. of Laws and EN ISO/IEC 17065:2012. Notified Body has performed examination of quality assurance system
in accordance with Annex IV excluding section 4 and section 6 of the directive and found that the quality assurance system meets the
requirements laid down by Annex IV. For the placing on the market of List A devices an EC design-examination certificate according to
Annex |V section 4 is required. Please see also notes overleaf if any.

CENB 2021F-05 ver.2.0 Page 1 of 2
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Additional information on certification

Related to certificate number: a = .'::: s
K &
IVDD 22 004 0137 ERE) 13y ."l

Description of product(s) within the certification scope:

HBsAg Sensitive ELISA is an enzyme-linked immunosorbent assay (ELISA)for the qualitative
detection of Hepatitis B surface antigen (HBsAg) in human serum or plasma. It is intended for
the screening of blood donors and for the diagnosis of patients related to infection with Hepatitis
B virus.

Types/Categories/Models: 212360 (96 wells)

Classification: List A

Validity conditions: -

This certificate is effective from 24 May 2022 until 26 May 2025 and remains valid
subject to execution of regular examinations and continuous compliance.
Initial version of the certificate was effective from 24 May 2022.

bgs.
Certified In Vitro diagnostic
medical device

bgs issued the certificate on the basis of performed examination in accordance with Council Directive 98/79/EC, Slovak government
decree No. 569/2001 Coll. of Laws and EN ISO/IEC 17065:2012. Notified Body has performed examination of quality assurance system
in accordance with Annex IV excluding section 4 and section 6 of the directive and found that the quality assurance system meets the
requirements laid down by Annex IV. For the placing on the market of List A devices an EC design-examination certificate according to
Annex |V section 4 is required. Please see also notes overleaf if any.

CENB 2021F-05 ver.2.0 Page 2 of 2
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Reg. No. 575/P-051

Notified body 2854 | SKTC-180
b s bgs. s.r.o.
u Studentska 12, 911 01
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EC Certificate IVDD 22 005 0139

Full Quality Assurance System

Directive 98/79/EC on In Vitro Diagnostic Medical Devices
Annex IV excluding section 4 and section 6

Certificate holder: DIALAB Produktion und Vertrieb von .,1* ¢
chemisch - technischen
Produkten und Laborinstrumenten
Gesellschaft m.b.H

IZ NOE-Sued Hondastrasse Objekt
M55, A-2351 Wiener Neudorf, Austria

Related audit report: AIVDD 2022NB003 101

Other Facility(ies): -

The certificate was issued with respect to the following scope:

HCV Ab Sensitive

This certificate is effective from 24 May 2022 until 26 May 2025 and remains valid
subject to execution of regular examinations and continuous compliance.
Initial version of the certificate was effective from 24 May 2022.

Certification has been authorized by

: Digitally signed
( by Radovan Macaj

Radovan Macaj
Head of Notified body

bgs.
Certified In Vitro diagnostic
medical device

bgs issued the certificate on the basis of performed examination in accordance with Council Directive 98/79/EC, Slovak government
decree No. 569/2001 Coll. of Laws and EN ISO/IEC 17065:2012. Notified Body has performed examination of quality assurance system
in accordance with Annex IV excluding section 4 and section 6 of the directive and found that the quality assurance system meets the
requirements laid down by Annex IV.-For the placing on the market of List A devices an EC design-examination certificate according to
Annex |V section 4 is required. Please see also notes overleaf if any.

CENB 2021F-05 ver.2.0 Page 1 of 2



ESNAS

Reg. No. 575/P-051

Notified body 2854 | SKTC-180
b s bgs. s.r.o.
= Studentska 12, 911 01

The Trust. We Make. Trencin | Slovakia

www.bgsgroup.eu

B eme

Additional information on certification

Related to certificate number:

IVDD 22 005 0139

Description of product(s) within the certification scope:

HCV Ab Sensitive is an enzyme-linked immunosorbent assay (ELISA) for the qualitative
detection of antibodies against Hepatitis C Virus (HCV) in human serum or plasma. It is intended
for the screening of blood donors and for diagnosing of patients related to infection with Hepatitis
C virus.

Types/Categories/Models: Z13370 (96 wells)
Z13500 (480 wells)

Classification: List A

Validity conditions: -

This certificate is effective from 24 May 2022 until 26 May 2025 and remains valid
subject to execution of regular examinations and continuous compliance.
Initial version of the certificate was effective from 24 May 2022.

bgs.
Certified In Vitro diagnostic
medical device

bgs issued the certificate on the basis of performed examination in accordance with Council Directive 98/79/EC, Slovak government
decree No. 569/2001 Coll. of Laws and EN ISO/IEC 17065:2012. Notified Body has performed examination of quality assurance system
in accordance with Annex IV excluding section 4 and section 6 of the directive and found that the quality assurance system meets the
requirements laid down by Annex IV.-For the placing on the market of List A devices an EC design-examination certificate according to
Annex |V section'4 is required. Please see also notes overleaf if any.

CENB 2021F-05 ver.2.0 Page 2 of 2
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ZERTIFIKAT o CERTIFICATE o

( DAKKS

Deutsche
Akkreditierungsstelle
D-ZM-11321-01-00

Certificate

No. Q5 026709 0009 Rev. 01

©

Product Service

Holder of Certificate: DIALAB Produktion und Vertrieb von
chemisch-technischen Produkten und

Laborinstrumenten Gesellschaft m.b.H.
IZ-NOE Sued

Hondastrasse, Objekt M55

2351 Wr. Neudorf

AUSTRIA

Certification Mark:

EN SO 13485

tuvsud.com/ps-cert

Scope of Certificate: Design, development, production and distribution of
in-vitro diagnostic reagents and testkits in the areas of
immunological detection of infectious diseases,
immunochemistry/immunology/clinical chemistry
biomarkers (analytes: enzymes, substrates,
electrolytes reagents; controls/standards/calibrators),
urinalysis, haematology, haemostasis and
immunohaematology (blood grouping).

Distribution of in-vitro diagnostic instruments including
accessories for immunology, clinical chemistry,
haematology, haemostasis and urinalysis.

The Certification Body of TUV SUD Product Service GmbH certifies that the company mentioned
above has established and is maintaining a quality management system, which meets the
requirements of the listed standard(s). All applicable requirements of the testing and certification
regulation of TUV SUD Group have to be complied with. For details and certificate validity see:
www.tuvsud.com/ps-cert?g=cert:Q5 026709 0009 Rev. 01

Report No.: 713237224
Valid from: 2022-03-29
Valid until: 2025-03-28

c@t(\/

Date, 2022-03-17 Christoph Dicks
Head of Certification/Notified Body

o)
Page 1 of 2 TOV
TUV SUD Product Service GmbH « Certification Body ¢ Ridlerstrale 65 + 80339 Munich + Germany
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( DAKKS

Deutsche
Akkreditierungsstelle
D-ZM-11321-01-00

Certificate

No. Q5 026709 0009 Rev. 01

=)

Product Service

Applied Standard(s): ENISO 134852016
Medical devices - Quality management systems -

Requirements for regulatory purposes
(ISO 13485:2016)
DIN EN ISO 13485:2016

Facility(ies): DIALAB Produktion und Vertrieb von chemisch-technischen
Produkten und Laborinstrumenten Gesellschaft m.b.H.
IZ-NOE Sued, Hondastrasse, Objekt M55, 2351 Wr. Neudorf,
AUSTRIA

See Scope of Certificate

Parameters: ./.

o)
Page 2 of 2 TOV
TUV SUD Product Service GmbH « Certification Body ¢ Ridlerstrale 65 + 80339 Munich + Germany
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ELISA ENzYME LINKED IMMUNOSORBENT ASSAY

Microwell Method

HBcADb

REF 200364
For in vitro Diagnostic Use

Product | nsert

Enzyme Linked Immunosorbent Assay for the cut-off
determination of antibodies to Hepatitis B core antigen (HBcAQ)
in human serum or plasma.

Microwell Method - 96 wells
(12 x 8-well antigen coated strips

Individual breakaway)




HBcAb

INTRODUCTION

Hepatitis B core Antigen (or HBcAg) is the major component of the core particles of
Hepatitis B virus (or HBV). Particles have a size of 27 nm and contain a circular
double-stranded DNA molecule, a specific DNA-polymerase and HBeAg; HBcAg is
composed of a single polypeptide of about 17 kD that is released upon dis-
aggregation of the core particles; the antigen contains at least one immunological
determinant. Upon primary infection, anti HBcAg antibodies are one of the first
markers of HBV hepatitis appearing in the serum of the patient, together or slightly
later than HBsAg, the viral surface antigen. Anti HBcAg antibodies are produced
usually at high titers and their presence is detectable even years after infection.
Isolated HBcADb, in absence of other HBV markers, have been observed in blood
units, suggesting the use of this test for screening HBV, in addition of HBsAg. The
determination of HBcAb has become important for the classification of the viral agent,
together with the detection of the other markers of HBV infection, in sera and plasma.

PRINCIPLE OF THE ASSAY

This anti-HBc ELISA kit is based on solid phase, one step incubation competitive
principle ELISA. Anti-HBc if present in the sample competes with monoclonal anti-
HBc conjugated to horseradish peroxidase (HRP) for a fixed amount of purified
HBcAg pre-coated in the wells. When no anti-HBc is present in the sample, the HRP
labeled anti-HBc will be bound with the antigens inside the wells and any unbound
HRP-Conjugate is removed during washing. Chromogen B and A solutions are added
into the wells and during incubation the colorless Chromogens are hydrolyzed by the
bound HRP-Conjugate to a blue colored product. The blue color turns yellow after
stopping the reaction with sulfuric acid. No or low color developing suggests the
presence of antibodies to HBcAg in the sample.

Assay principle scheme: Competition ELISA

Ag(p) + Ab(s)+(Ab)ENZ — [Ag(p)-Ab(s)] — No color (+)
Ag(p + (Ab)ENZ — [Ag(p) - (Ab)ENZ] — Blue — Yellow Color (-)
Incubation Immobilized Complex Coloring Results
60 min. 15 min.

Ag(p)-pre-coated HBcAg;
Ab(s)- anti-HBc in sample;
(Ab)ENZ—- HRP conjugated anti-HBc ;

TEST CONDITIONS AND NOTICES
1. All the reagents contained in the kit are for “in vitro” diagnostic use only.

2. Do not use the kit or reagents after the expiry date stated on labels. Do not mix
reagents of different lots.

3. Procedures should be performed carefully in order to obtain reliable results and
clinical interpretations.

4. Bring all the reagents to room temperature for at least 60 min, before the test is
started.

5. Avoid any contamination of reagents when taking them out of vials. We
recommend use of automatic pipettes and disposable tips. When dispensing
reagents, do not touch the wall of microplate wells with tips, in order to avoid any
cross-contamination.

6. In the washing procedure, use only the Wash Buffer provided with the kit and

follow carefully the indications reported in the “WASHING INSTRUCTIONS”
section of this insert.

Page 2 of 12 Rev. 05, 2017-10-05



HBcAb

7. Ensure that the Substrate A/B mixture does not come in contact with oxidizing
agents or metallic surfaces; avoid any intense light exposure during the incubation
step or the reagent preparation.

8. Samples and materials potentially infective have to be handled with care as they
could transmit infection.

All objects come in direct contact with samples and all residuals of the assay
should be treated or wasted as potentially infective. Best procedures for
inactivation are treatments with autoclave at 121°C for 30 min or with sodium
hypochlorite at a final concentration of 2.5% for 24 hrs. This last method can be
used for the treatment of the liquid waste after that it has been neutralized with
NaOH.

9. Avoid any contact of liquids with skin and mucosas.
Use always protective talk-free gloves, glasses and laboratory coats, according to
the safety regulations.

CONTENT OF THE KIT

Microwell Plate  Blank microwell strips fixed on a white strip holder. The plate is
sealed in aluminum pouch with desiccant. 12x8-well strips per
plate. Each well contains purified HBcAg. The microwell strips
can be broken to be used separately. Place unused wells in the
plastic sealable storage bag together with the desiccant and
return to 2-8°C.

Enzyme 6.5 mL per vial. Horseradish peroxidase-conjugated anti-HBc.
Conjugate Ready to use as supplied. Once open, stable for one month at 2-
8°C.

Wash Buffer 30 mL per bottle, pH 7.4, 20x PBS (containing Tween-20 as a
detergent). The concentrate must be diluted 1:20 with distilled or
deionized water before use. Once diluted, stable for one week at
room temperature or for two weeks at 2-8°C.

DILUTE BEFORE USE!

Substrate 7 mL per vial. Urea peroxide solution. Ready to use as supplied.
Solution A Once open, stable for one month at 2-8°C.

Substrate 7 mL per vial. TMB solution- Tetramethylbenzidine dissolved in
Solution B citric acid. Ready to use as supplied. Once open, stable for one

month at 2-8°C.

Stop Solution 7 mL per bottle. Diluted sulfuric acid solution (0.5 M H,SOy).
Ready to use as supplied.

Negative 1 mL per vial. Protein-stabilized buffer tested non-reactive for

Control anti-HBc. Preservatives: 0.1% ProClin 300. Ready to use as
supplied. Once open, stable for one month at 2-8°C.

Positive Control 1 mL per vial. Purified anti-HBc diluted in Protein stabilized
buffer Preservatives: 0.1% ProClin 300. Ready to use as
supplied. Once open, stable for one month at 2-8°C.

Cardboard 1 piece. To cover the plates during incubation and to prevent the

Sealer well from evaporation or contamination.

Page 3 of 12 Rev. 05, 2017-10-05
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STORAGE AND STABILITY

The components of the kit will remain stable through the expiration date indicated on
the label and package when stored between 2-8°C, do not freeze. To assure
maximum performance of this anti-HBc ELISA kit, during storage protect the reagents
from contamination with microorganism or chemicals.

MATERIALS NOT PROVIDED

Freshly distilled or deionized water.

Disposable gloves and timer.

Appropriate waste containers for potentially contaminated materials.
Disposable V-shaped troughs.

Dispensing system and/or pipette (single or multichannel), disposable pipette
tips.

Absorbent tissue or clean towel.

Dry incubator or water bath, 37+0.5°C.

Microshaker for dissolving and mixing conjugate with samples.

Microwell plate reader, single wavelength 450 nm or dual wavelength 450 nm
and 630 nm.

10.  Microwell aspiration/wash system.

aRrON=

©oN®

SPECIMEN COLLECTION, TRANSPORTATION AND STORAGE

1. Sample Collection: Either fresh serum or plasma samples can be used for this
assay. Blood collected by venipuncture should be allowed to clot naturally and
completely. Care should be taken to ensure that the serum samples are clear
and not contaminated by microorganisms. Any visible particulate matters in the
sample should be removed by centrifugation at 3000 RPM (rounds per minute)
for 20 minutes at room temperature or by filtration on 0.22 um filters. Plasma
samples collected into EDTA, sodium citrate or heparin may be tested, but
highly lipaemic, icteric, or hemolysed samples should not be used as they can
give false results in the assay. Do not heat inactivate samples. This can cause
sample deterioration.

2. Transportation and Storage: Store samples at 2-8°C. Samples not required for
assaying within 3 days should be stored frozen (-20°C or lower). Avoid multiple
freeze-thaw cycles.

SPECIAL INSTRUCTIONS FOR WASHING

1. A good washing procedure is essential to obtain correct and precise analytical
data.
2. It is therefore recommended to use a good quality ELISA microplate washer,

maintained at the best level of washing performances. In general, no less than
5 automatic washing cycles of 350-400 uL/well are sufficient to avoid false
positive reactions and high background.

3. To avoid cross-contaminations of the plate with sample or Enzyme Conjugate,
after incubation do not discard the content of the wells but allow the plate
washer to aspirate it automatically.

4. Anyway, we recommend calibrating the washing system on the kit itself in
order to match the declared analytical performances. Assure that the
microplate washer liquid dispensing channels are not blocked or contaminated
and sufficient volume of Wash buffer is dispensed each time into the wells.

5. In case of manual washing, we suggest to carry out at least 5 cycles,
dispensing 350-400 pL/well and aspirating the liquid for 5times. If poor results

Page 4 of 12 Rev. 05, 2017-10-05
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(high background) are observed, increase the washing cycles or soaking time
per well.

In any case, the liquid aspirated out the strips should be treated with a sodium
hypochlorite solution at a final concentration of 2.5% for 24 hours, before
liquids are wasted in an appropriate way.

The concentrated Washing solution should be diluted 1:20 before use. For one
plate, mix 30 mL of the concentrate with 570 mL of water for a final volume of
600 mL diluted Wash Buffer. If less than a whole plate is used, prepare the
proportional volume of solution.

PRECAUTIONS AND SAFETY
This kit is intended FOR PROFESSIONAL IN VITRO USE ONLY

The ELISA assay is time and temperature sensitive. To avoid incorrect resulit,
strictly follow the test procedure steps and do not modify them.

1.

10.
11.
12.

13.

14.

Do not exchange reagents from different lots or use reagents from other
commercially available kits. The components of the kit are precisely matched
for optimal performance of the tests.

Make sure that all reagents are within the validity indicated on the kit box and
of the same lot. Never use reagents beyond the expiry date stated on labels or
boxes.

Allow the reagents and samples to reach room temperature (18-30°C) before
use. Shake reagent gently before use and return to 2-8°C immediately after
use.

Do not touch the bottom exterior of the wells; fingerprints or scratches may
interfere with microwell reading.

When reading the results, ensure that the plate bottom is dry and there are no
air-bubbles inside the wells.

Never allow the microplate wells to dry after the washing step. Immediately
proceed to the next step. Avoid the formation of air bubbles when adding the
reagents.

Avoid assay steps long time interruptions. Assure same working conditions for
all the wells.

Calibrate the pipette frequently to assure the accuracy. Use different disposal
pipette tips for each specimen and reagents in order to avoid cross-
contaminations. Never pipette solutions by mouth.

The use of automatic pipettes and disposable tips is recommended.
Assure that the incubation temperature is 37°C inside the incubator.

When adding samples avoid touching the well’s bottom with the pipette tip.
When reading the absorbance with a plate reader, it is recommended to
determine the absorbance at 450 nm or at 450 nm with reference at 630 nm.
All specimens from human origin should be considered as potentially
infectious. Strict adherence to GLP (Good Laboratory Practice) regulations
can ensure the personal safety. Never eat, drink, smoke or apply cosmetics in
the assay laboratory.

The pipette tips, vials, strips and sample containers should be collected and
autoclaved for 1 hour at 121°C or treated with 10% sodium hypochlorite for 30
minutes to decontaminate before any further steps for disposal.
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15.

16.

The Stop Solution contains 0.5 M H,SO4. Use it with appropriate care. Wipe
up spills immediately or wash with water if come into contact with the skin or
eyes. ProClin 300 used as a preservative can cause sensation of the skin.

The enzymatic activity of the Enzyme Conjugate might be affected from dust,
reactive chemical and substances like sodium hypochlorite, acids, alkalins etc.
Do not perform the assay in the presence of such substances.

ASSAY PROCEDURE

Step 1

Step 2

Step 3

Step 4

Step 5

Step 6

Step 7

Reagents preparation: Allow the reagents to reach room temperature
(18-30°C). Check the Wash buffer concentrate for the presence of salt
crystals. If crystals have formed in the solution, resolubilize by warming
at 37°C until crystals dissolve. Dilute the stock Wash Buffer 1:20 with
distilled or deionized water. Use only clean vessels to dilute the buffer.

Numbering Wells: Set the strips needed in strip-holder and number
sufficient number of wells including three Negative Controls (e.g. B1,
C1, D1) two Positive Controls (e.g. E1, F1) and one Blank (e.g. A1
neither samples nor Enzyme Conjugate should be added into the Blank
well). Use only number of strips required for the test.

Adding Sample and Enzyme Conjugate: Add 50 L of Positive Control,
Negative Control, and Specimen into their respective wells. Note: Use a
separate disposal pipette tip for each specimen, Negative Control and
Positive Control to avoid cross-contamination. Add 50 pyL of Enzyme
Conjugate to each well except the Blank and mix by tapping the plate
gently.

Incubating: Cover the plate with the plate cover and incubate for 60
minutes at 37°C. It is recommended to use water tank to assure the
temperature stability and humidity during the incubation. If dry incubator
is used, do not open the door frequently.

Washing: At the end of the incubation, remove and discard the plate
cover. Wash each well 5 times with diluted Wash Buffer. Each time
allow the microwells to soak for 30-60 seconds. After the final washing
cycle, turn down the strip plate onto blotting paper or clean towel, and
tap the plate to remove any remainders.

Coloring: Dispense 50 pL of Substrate Solution A and after that 50 pL
Substrate Solution B into each well including the Blank. Incubate the
plate at 37°C for 15minutes, avoiding light. The enzymatic reaction
between the Substrate Solutions and the Enzyme Conjugate will
produce blue color in Negative Control and anti-HBc negative sample
wells.

Stopping Reaction: Using a multichannel pipette or manually add 50 pyL

Stop Solution into each well and mix gently. Intensive yellow color
develops in Negative control and anti-HBc negative sample wells.
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Step 8 Measuring the Absorbance: Calibrate the plate reader with the Blank
well and read the absorbance at 450 nm. If a dual filter instrument is
used, set the reference wavelength at 630 nm. Calculate the Cut-off
value and evaluate the results. (Note: read the absorbance within 5
minutes after stopping the reaction).

INTERPRETATION OF RESULTS AND QUALITY CONTROL

Each microplate should be considered separately when calculating and interpreting
results of the assay, regardless of the number of plates concurrently processed. The
results are calculated by relating each sample optical density (OD) value to the Cut-
off value (C.O.) of the plate. If the Cut-off reading is based on single filter plate
reader, the results should be calculated by subtracting the Blank well OD value from
the print report values of samples and controls. In case the reading is based on Dual
filter plate reader, do not subtract the Blank well OD from the print report values of
samples and controls.

Calculation of cut-off value (C.0.) = *Nc x 0.5
*Nc = the mean absorbance value for three negative controls.

If one of the Negative control values does not meet the Quality Control Range
specifications, it should be discarded and the mean value is calculated again using
the remaining two values. If more than one control OD value does not meet the
Quiality control range specifications, the test is invalid and must be repeated.

Example: of Cut-off calculation:
1. Calculation of Nc

Well No: B1 C1 D1
Negative controls OD value ~ 1.720 1.715 1.717
Nc=1.717

2. Calculation of Cut-off (C.0.)=1.729 x 0.5 =0.838

QUALITY CONTROL RANGE

The test results are valid if the Quality Control criteria are verified. It is recommended
that each laboratory must establish appropriate quality control system with quality
control material similar to or identical with the patient sample being analyzed.

1. The absorbance of the Blank well, which contains only Chromogens and Stop
solution, is less than 0.080 at 450 nm.

2. The absorbance value OD of the Negative control must be equal to or greater
than 0.800 at 450/630 nm or at 450 nm after blanking.

3. The absorbance value OD of the Positive control must be less than 0.100 at
450/630 nm or at 450 nm after blanking .
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INTERPRETATIONS OF THE RESULTS
(S = the individual absorbance (OD) of each specimen)

Negative Results (S/C.0.>1):

Samples giving an absorbance greater than the Cut-off value are considered
negative, which indicates that no antibodies to HBV core antigen have been detected
using this anti-HBc ELISA kit. This result should not be used alone to establish the
infection state.

Positive Results (S/C.0.<1):

Samples giving absorbance less than or equal to the Cut-off value are initially
reactive for this assay, which indicates that antibodies to HBV core antigen have
probably been detected with this anti-HBc ELISA kit. Any initially reactive samples
must be retested in duplicates. Repeatedly reactive samples can be considered
positive for anti-HBc. A positive result with anti-HBc detection is an indication of acute
HBV infection. Monitoring of anti-HBc concentrations can be used in follow up of
chronic HBV patients. However, any positive result should not be used alone to
establish the infection state.

Borderline (S/C.0.=0.9-1.1):

Samples with absorbance to Cut-off ratio between 0.9 and 1.1 are considered
borderline samples and retesting is recommended. Repeatedly reactive samples can
be considered positive for anti-HBc.

TEST PERFORMANCE AND EXPECTED RESULTS

Analytical Endpoint Sensitivity: 0.8PEI U/mL

The clinical specificity of this assay has been determined by a panel of samples
obtained from 1683 healthy blood donors and 145 undiagnosed hospitalized patients.
The Repeatedly reactive samples and samples confirmed positive with the reference
test were not included in the calculation of the specificity.

The clinical sensitivity of this anti-HBc ELISA kit have been calculated by a panel of
samples obtained from 975 hepatitis B patients with well-characterized clinical history
based upon reference assays for detection of HBsAg, HBeAg, anti-HBs, anti-HBe,
and anti-HBc. This panel included samples from acute, chronic and recovered
hepatitis B patients. Licensed anti-HBc ELISA test was used as a confirmatory assay.
The evaluation results are given below. Results obtained in individual laboratories
may differ.

Specificity Samples - + Confirmed | Specificity | False
positive Fositive

Blood 1683 566 | 1117 1115 99 64% 2

donors

Hospitalized 145 80 65 65 100% 0

patients

TOTAL 1828 646 | 1182 1180 99.82 2
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Sensitivity | Samples - + Confirmed | Sensitivity | False
positive MNegative
Acute 429 11 | 417 418 99 76% 1
Chronic 105 0 105 105 100% 0
Recovery 441 436 436 100% 0
TOTAL 975 16 | 958 959 99.92 1

Analytical Specificity:

1.

No cross reactivity observed with samples from patients infected with HAV,
HCV HIV, CMV, and TP.

2. No interference from rheumatoid factors up to 2000U/mL observed during

clinical testing.

3. The assay performance characteristics are unaffected from elevated

concentrations of bilirubin, hemoglobin, and triolein.

4. Frozen specimens have been tested to check for interferences due to

collection and storage.
Reproducibility | No Withinrun | Between run
runs | Mean OD CV% Mean OD CV%
Weak positive 10 0.639 58% | 0.645 6.4%
Moderate positive 10 0.394 74% | 0.404 8.0%
Strong positive 10 0.012 21% | 0.017 22%
Negative control 10 1.768 45% | 1.702 4 6%

LIMITATIONS

1. Non-repeatable positive result may occur due to the general biological and
biochemical characteristics of ELISA assays. The test is designed to achieve very
high performance characteristics of sensitivity and specificity. However, in very
rare cases some HBV mutants or subtypes can remain undetectable. Antibodies
may be undetectable during the early stages of the disease and in some
immunosuppressed individuals.

2. Any positive results must be interpreted in conjunction with patient clinical
information and other laboratory testing results.

3. Common sources for mistakes: kits beyond the expiry date, inappropriate washing
procedures, contaminated reagents, incorrect assay procedure steps, insufficient
aspiration during washing, failure to add samples or reagents, equipment, timing,
volumes, sample nature and quality.

4. The prevalence of the marker will affect the assay’s predictive values.

VALIDITY

Please do not use this kit beyond the expiry date indicated on the kit box and reagent labels!
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GENERAL INFORMATION

U Wavelength

Measurement Filter: 450 nm
Optional Reference Filter: 630 nm

U Enzyme Conjugate

HRP (Horseradish Peroxidase)
U Substrate

TMB (3,3°,5,5 -Tetramethyl-benzidine)
0 Sample

Serum or Plasma

O Incubation Time
75 minutes at 37°C (60/15)

U Shelf life and Stability of Kit Components

Kit: 12 months from production date.

Kit Components: see expiration date on the label
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KIT COMPONENTS

MICROWELL PLATE 4 The plate is sealed in aluminium pouch with desiccant.
12x8-well strips per plate. Each well contains monoclonal
antibodies to HBeAg. The microwell strips can be broken
to be used separately. Place unused wells in the plastic
sealable storage bag together with desiccant and return
to 2-8°C.

POSITIVE CONTROL 4 1 mL per vial. Recombinant, non-infective HBeAg diluted
in Protein-stabilized buffer. Preservatives: 0.1% ProClin
300. Ready to use as supplied. Once open, stable for one
month at 2-8°C.

NEGATIVE CONTROL 41 mL per vial. Protein-stabilized buffer tested non-reactive
for HBeAg. Preservatives: 0.1% ProClin 300. Ready to
use as supplied. Once open, stable for one month at 2-
8°C.

ENZYME CONJUGATE 4 6.5 mL per vial. Horseradish peroxidase-conjugated anti-
HBe antibodies. Ready to use as supplied. Once open,
stable for one month at 2-8°C.

SUBSTRATE SOLUTIONA 1 / mL per vial. Urea peroxide solution. Ready to use as
supplied. Once open, stable for one month at 2-8°C

SUBSTRATE SOLUTIONB 1 / mL per vial. TMB solution. Tetramethylbenzidine
dissolved in citric acid. Ready to use as supplied. Once
open, stable for one month at 2-8°C

STOP SOLUTION 4 7 mL per vial. Diluted sulfuric acid solution (0.5M H2SO4).
Ready to use as supplied.
WASH BUFFER 130 mL per bottle. pH 7.4 20x PBS (Containing Tween-20

as a detergent). DILUTE BEFORE USE: The concentrate
must be diluted 1:20 with distilled/deionized water before
use. Once diluted, stable for one week at room
temperature or for two weeks at 2-8°C.
CARDBOARD PLATE 4 To cover the plates during incubation and prevent
COVER SHEETS evaporation or contamination of the wells.

MATERIALS REQUIRED BUT NOT PROVIDED

1. Freshly distilled or deionized water.

2. Disposable gloves and timer.

3. Appropriate waste containers for potentially contaminated materials.

4. Disposable V-shaped troughs.

5. Dispensing system and/or pipette (single or multichannel), disposable pipette tips.

6. Absorbent tissue or clean towel.

7. Dry incubator or water bath, 37+£0.5°C.

8. Microshaker for dissolving and mixing conjugate with samples.

9. Microwell plate reader, single wavelength 450nm or dual wavelength 450nm and 630nm.
10. Microwell aspiration/wash system.
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SUMMARY AND EXPLANATION

Hepatitis B virus (HBV) is an enveloped, double- stranded DNA virus belonging to the
Hepadnaviridae family and is recognized as the major cause of blood transmitted hepatitis
together with hepatitis C virus (HCV). Infection with HBV induces a spectrum of clinical
manifestations ranging from mild, inapparent disease to fulminant hepatitis, severe chronic
liver disease, which in some cases can lead to cirrhosis and carcinoma of the liver.
Classification of a hepatitis B infection requires the identification of several serological
markers expressed during three phases (incubation, acute and convalescent) of the infection.
Now several diagnostic tests are used for screening, clinical diagnosis and management of
the disease.

Hepatitis B-“e”-antigen is a virus protein to be intimately associated with hepatitis B virus
replication, indicating high degree of infectivity. HBeAg appears shortly after HBsAg and is
detectable for few days to several weeks. During treatment and recovery, the titer of HBeAg
declines and is replaced by the corresponding antibody (anti-HBe). In chronic hepatitis B
infections, elevated levels of HBeAg can be detected for years, which is a marker for large
quantity of virus. In some chronic HBsAg positive patients, HBeAg is undetectable due to
HBV mutations suggesting for low level of viral replication. If HBeAg is considered a specific
marker of infectivity, the presence of anti-HBeAg antibody in blood is recognized to be a
clinical sign of recovery from the infection.

TEST PRINCIPLES

This HBeAg ELISA kit uses polystyrene microwell strips pre-coated with monoconal
antibodies specific to HBeAg. Patient’'s serum or plasma sample is added to the microwell
together with a second monoclonal antibody conjugated with horseradish peroxidase (HRP).
During incubation, the specific immunocomplex formed in case of presence of HBeAg in the
sample is captured on the solid phase. After washing to remove sample and unbound HRP-
Conjugate, Chromogen solutions containing Tetramethylbenzidine (TMB) and urea peroxide
are added to the wells. In presence of the antibody-antigen-antibody (HRP) “sandwich®
complex, the colorless Chromogens are hydrolyzed by the bound HRP conjugate to a blue
colored product. The blue color turns yellow after stopping the reaction with sulfuric acid. The
amount of color can be measured and is proportional to the amount of antibody in the
sample. Wells containing samples negative for HBsAg remain colorless.

Assay principle scheme: Double antibody sandwich ELISA

Ab(p)+Ag(s)+(Ab)ENZ — [Ab(p)-Ag(s)-(Ab)ENZ] — blue —  yellow color (+)
Ab(p)+ (Ab)ENZ — [Ab(p) — no color (-)
Incubation Immobilized Complex Coloring Results

60min. 15min.

Ab(p)—-pre-coated anti-HBe antibodies;
Ag(s)-HBeAg antigens in sample;
(Ab)ENZ-HRP conjugated anti-HBe antibodies;
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SPECIMEN COLLECTION, TRANSPORTATION AND STORAGE

Sample Collection: Either fresh serum or plasma samples can be used for this assay. Blood
collected by venipuncture should be allowed to clot naturally and completely. Care should be
taken to ensure that the serum samples are clear and not contaminated by microorganisms.
Any visible particulate matters in the sample should be removed by centrifugation at 3000
RPM (round per minutes) for 20 minutes at room temperature or by filtration on 0.22 ym
filters. Plasma samples collected into EDTA, sodium citrate or heparin may be tested, but
highly lipaemic, icteric, or hemolized samples should not be used as they can give false
results in the assay. Do not heat inactivate samples. This can cause sample deterioration.

Transportation and Storage: Store samples at 2-8°C. Samples not required for assay within
3 days should be stored frozen (-20°C or lower). Avoid multiple freeze-thaw cycles.

SPECIAL INSTRUCTIONS FOR WASHING

1. A good washing procedure is essential to obtain correct and precise analytical data.

2. ltis therefore recommended to use a good quality ELISA microplate washer, maintained
at the best level of washing performances. In general, no less than 5 automatic washing
cycles of 350-400 pL/well are sufficient to avoid false positive reactions and high
background.

3. To avoid contaminations of the plate with sample or Enzyme Conjugate, after incubation
do not discard the content of the wells but allow the plate washer to aspirate it auto-
matically.

4. Anyway, we recommend calibrating the washing system on the kit itself in order to match
the declared analytical performances. Assure that the microplate washer liquid
dispensing channels are not blocked or contaminated and sufficient volume of Wash
buffer is dispensed each time into the wells.

5. In case of manual washing, we suggest to carry out 5 cycles, dispensing 350-400 pL/well
and aspirating the liquid for 5 times. If poor results (high background) are observed,
increase the washing cycles or soaking time per well.

6. In any case, the liquid aspirated out the strips must be treated with a sodium hypochlorite
solution at a final concentration of 2.5% for 24 hours, before liquids are wasted in an
appropriate way.

7. The concentrated Washing Solution must be diluted 1:20 before use. For one plate, mix
60 mL of the concentrate with 1140 mL of water for a final volume of 1200 mL diluted
Wash Buffer. If less than a whole plate is used, prepare the proportional volume of
solution.

STORAGE AND STABILITY

The components of the kit will remain stable through the expiration date indicated on the label
and package when stored between 2-8°C, do not freeze. To assure maximum performance
of this ELISA kit, protect the reagents from contamination with microorganisms or chemicals
during storage.
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PRECAUTIONS AND SAFETY

This kit is intended FOR PROFESSIONAL IN VITRO USE ONLY

This ELISA assay is time and temperature sensitive. To avoid incorrect result, strictly
follow the test procedure steps and do not modify them.

1.

10.

11.

12.

13.

14.

15.

16.

Do not exchange reagents from different lots or use reagents from other commercially
available kits. The components of the kit are precisely matched for optimal performance
of the tests.

Make sure all the reagents are within the validity indicated on the kit box and of the same
lot. Never use reagents beyond their expiry date stated on labels or boxes.

Allow the reagents and samples to reach room temperature (18-25°C) before use. Shake
reagent gently before use. Return at 2-8°C immediately after use.

Do not touch the bottom exterior of the wells; fingerprints or scratches may interfere with
microwell reading.

When reading the results, ensure that the plate bottom is dry and there are no air-
bubbles inside the wells.

Never allow the microplate wells to dry after the washing step. Immediately proceed to
the next step. Avoid the formation of air bubbles when adding the reagents.

Avoid assay steps long time interruptions. Assure same working conditions for all the
wells.

Calibrate the pipette frequently to assure the accuracy. Use different disposal pipette tips
for each specimen and reagents in order to avoid cross-contaminations. Never pipette
solutions by mouth.

The use of automatic pipettes and disposable tips is recommended.

Assure that the incubation temperature is 37°C inside the incubator.

When adding samples avoid, do not touch the well’s bottom with the pipette tip.

When measuring with a plate reader, it is recommended to determine the absorbance at
450 nm and with reference at 630 nm.

All specimens from human origin should be considered as potentially infectious. Strict
adherence to GLP (Good Laboratory Practice) regulations can ensure the personal
safety. Never eat, drink, smoke, or apply cosmetics in the assay laboratory.

The pipette tips, vials, strips and sample containers should be collected and autoclaved
for 1 hour at 121°C or treated with 10% sodium hypochlorite for 30 minutes to
decontaminate before any further steps for disposal.

The Stop solution 0.5 M H,SOq4 is a strong acid. CORROSIVE. Use it with appropriate
care. Wipe up spills immediately or wash with water if come into contact with the skin or
eyes. ProClin 300 used as a preservative can cause sensation of the skin.

The enzymatic activity of the HRP-Conjugate might be affected from dust and reactive
chemical and substances like sodium hypochlorite, acids, alkalins etc. Do not perform the
assay in the presence of these substances.
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PROCEDURE

Step 1

Step 2

Step 3

Step 4

Step 5

Step 6

Step 7

Step 8

Reagents preparation: Allow the reagents to reach room temperature (18-
30°C). Check the Wash buffer concentrate for the presence of salt crystals. If
crystals have formed in the solution, resolubilize by warming at 37°C until
crystals dissolve. Dilute the stock Wash Buffer 1 to 20 with distilled or deionized
water. Use only clean vessels to dilute the buffer.

Numbering Wells: Set the strips needed in strip-holder and number sufficient
number of wells including three Negative Controls (e.g. B1, C1, D1), two
Positive Controls (e.g. E1, F1) and one Blank (e.g.A1, neither samples nor
Enzyme Conjugate should be added into the Blank well). Use only number of
strips required for the test.

Adding Samples and Enzyme Conjugate: Add 50 pL of Positive control,
Negative control, and specimen into their respective wells. Note: Use a
separate disposal pipette tip for each specimen, Negative Control and
Positive Control to avoid cross-contamination. Add 50 pL Enzyme
Conjugate to each well except the Blank and mix by tapping the plate gently.

Incubating: Cover the plate with the plate cover and incubate for 60 minutes
at 37°C. It is recommended to use water tank to assure the temperature
stability and humidity during the incubation. If dry incubator is used, do not open
the door frequently.

Washing: At the end of the incubation, remove and discard the plate cover.
Wash each well 5 times with diluted Wash buffer. Each time allow the
microwells to soak for 30-60 seconds. After the final washing cycle, turn down
the strips plate onto blotting paper or clean towel, and tap the plate to remove
any remainders.

Coloring: Dispense 50 puL of Substrate Solution A and after that of 50 uL
Substrate Solution B into each well including the Blank and mix by tapping
the plate gently. Incubate the plate at 37°C for 15 minutes avoiding light. The
enzymatic reaction between the Substrate Solutions A/B and the Enzyme
Conjugate produces blue color in Positive control and HBeAg Positive sample
wells.

Stopping Reaction: Using a multichannel pipette or manually add 50 uL Stop
Solution into each well and mix gently. Intensive yellow color develops in
Positive control and HBeAg Positive sample wells.

Measuring the Absorbance: Calibrate the plate reader with the Blank well
and read the absorbance at 450 nm. If a dual filter instrument is used, set the
reference wavelength at 630 nm. Calculate the Cut-off value and evaluate the
results. (Note: read the absorbance within 5 minutes after stopping the
reaction.)
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INTERPRETATION OF RESULTS AND QUALITY CONTROL ‘

Each microplate should be considered separately when calculating and interpreting results of
the assay, regardless of the number of plates concurrently processed. The results are
calculated by relating each sample optical density (OD) value to the Cut-off value (C.O.) of
the plate. If the Cut-off reading is based on single filter plate reader, the results should be
calculated by subtracting the Blank well OD value from the print report values of samples and
controls. In case the reading is based on Dual filter plate reader, do not subtract the Blank
well OD from the print report values of samples and controls.

Calculation of Cut-off value (C.0O.) = *Nc x 2.1
*Nc = the mean absorbance value for three negative controls.

Important: If the mean OD value of the negative control is lower than 0.05, take it as 0.05.

Example:

Calculation of Nc:

Well No B1 C1 D1
Negative controls OD value 0.02 0.012 0.016
Nc=0.016 (Nc is lower than 0.05 so take it as 0.05)

2. Calculation of Cut-off value:(C.0.) = 0.05 x 2.1= 0.105

If one of the Negative control values does not meet the quality control range specifications, it
should be discarded and the mean value is calculated again using the remaining two values.
If more than one control OD value does not meet the quality control range specifications, the
test is invalid and must be repeated.

Quality Control Range
The test results are valid if the Quality Control criteria are verified. It is advisable that each

laboratory must establish appropriate quality control system with quality control material
similar to or identical with the patient sample being analyzed.
1. The absorbance of the Blank well, which contains only Chromogens and Stop solution,
is less than 0.080 at 450 nm.
2. The absorbance value OD of the Positive control must be equal to or greater than
0.800 at 450/630 nm or at 450nm after blanking.
3. The absorbance value OD of the Negative control must be less than 0.100 at 450/630

nm or at 450 nm after blanking.
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Interpretations of results:
(S = the individual absorbance (OD) of each specimen)

Negative Results (S/C.0.<1): Samples giving absorbance less than the Cut-off value are
negative for this assay, which indicates that no hepatitis B-e-antigen has been detected with
this HBeAg ELISA kit. This result should not be used alone to establish the infection state.

Positive Results( S/C.0.21): Samples giving an absorbance greater than or equal to the
Cut-off value are initially reactive, which indicates that HBV-e-antigen has probably been
detected using this HBeAg ELISA kit. Any initially reactive samples must be retested in
duplicates. Repeatedly reactive samples can be considered positive for HBeAg. This result
should not be used alone to establish the infection state.

Borderline (S/C.0.=0.9-1.1): Samples with absorbance to Cut-off ratio between 0.9 and 1.1
are considered borderline samples and retesting is recommended. Repeatedly reactive
samples can be considered positive for HBeAg.

TEST PERFORMANCE AND EXPECTED RESULTS

Analytical Endpoint Sensitivity: 0.3PEI U/mL

Clinical _Specificity: The clinical specificity of this kit has been determined by a panel of
samples obtained from 4360 healthy blood donors and 150 undiagnosed hospitalized
patients. The repeatedly reactive samples and samples confirmed positive with the reference
test were not included in the calculation of specificity.

Clinical _Sensitivity: The clinical sensitivity of this HBeAg ELISA kit was calculated by a
panel of samples obtained from 813 hepatitis B patients with well-characterized clinical
history based upon reference assays for detection of HBsAg, HBeAg, anti-HBs, anti-HBe,
and anti-HBc. Licensed HBeAg ELISA was used as a confirmatory assay. The evaluation
results are given below. Results obtained in individual laboratories may differ.

. Confirmed e False
Specificity Samples - + positive Specificity hositive
Blood 4360 | 4346 | 14 9 99 86% 5
donors
Hospitalized 10 | 132 | 18 18 100% 0
Patients
TOTAL 4510 4478 32 32 99.93 5

. Confirmed L False
Sensitivity Samples - + positive Sensitivity Negatives
Acute 378 172 206 206 100% 0
Chronic 347 162 185 185 100% 0
Recovery a8 63 25 25 100% 0
TOTAL 813 397 416 416 100% 0

Page 9 of 12

Rev. 06, 2017-10-05



HBeAg

Analytical Specificity: No cross reactivity was observed with samples from patients infected

with HAV, HCV, HIV, CMV, and TP. No interference from rheumatoid factors up to 2000U/ml
and no high dose hook effect up to HBeAg concentrations of 150.000 NCU were observed.
The assay performance characteristics are unaffected from elevated concentrations of
bilirubin, hemoglobin, and triolein. Frozen specimens have been tested to check for
interferences due to collection and storage.

Reproducibility Within Between run
run

Specimen Type Runs Mean OD CV% Mean OD CV%

Neak positive 10 0.450 9.0% 0.421 897%

Moderate positive 10 1.53 8.1% 1.47 8.5%

Strong positive 10 23 6.3% 2.3 6.7%

Positive control 10 24 55% 24 57%

LIMITATIONS

1.

Non-repeatable positive result may occur due to the general biological and biochemical
characteristics of ELISA assays. The test is designed to achieve performance
characteristics of high sensitivity and specificity. However, in very rare cases some HBV
mutants or subtypes can remain undetectable. Antibodies may be undetectable during
the early stages of the disease and in some immunosuppressed individuals.

2. Any positive result must be interpreted in conjunction with patient clinical information and
other laboratory testing results.

3. Common sources for mistakes: kits beyond the expiry date, bad washing procedures,
contaminated reagents, incorrect assay procedure steps, insufficient aspiration during
washing, failure to add samples or reagents, equipment, timing, volumes, sample nature
and quality.

4. The prevalence of the marker will affect the assay’s predictive values.
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INTRODUCTION

Hepatitis B virus (HBV) is an enveloped, double-stranded DNA virus belonging to the
Hepadnaviridae family and is recognized as the major cause of blood transmitted hepatitis
together with hepatitis C virus (HCV). Infection with HBV induces a spectrum of clinical
manifestations ranging from mild, unapparent disease to fulminant hepatitis, severe chronic liver
diseases, which in some cases can lead to cirrhosis and carcinoma of the liver. Classification of a
hepatitis B infection requires the identification of several serological markers expressed during
three phases (incubation, acute and convalescent) of the infection. Now several diagnostic tests
are used for screening, clinical diagnosis and management of the disease.

Hepatitis B surface antigen (HBsAg), which appears shortly after infection, is an important protein
of the envelope structure of the virus. HBsAg is a key serological marker for detection and
diagnosis of HBV and is detectable in blood during the acute phase of the disease. Clearance
after treatment shows recovery while presence for more than half year after infection indicates
possible progression to long chronic carrier stage. During the acute phase of the infection, strong
immunological response develops and increasing titers of HBsAg neutralizing antibodies (anti-
HBs) are marker for recovery. The serological detection of anti-HBs has become important
method for the follow up of patients infected by HBV, prospective prevalence studies, and the
monitoring of recipients upon vaccination with synthetic and natural HBsAg based vaccines.

PRINCIPLE OF THE ASSAY

For detection of anti-HBs, this kit uses antigen “sandwich” ELISA method where polystyrene
microwell strips are pre-coated with recombinant HBsAg. Patient’'s serum or plasma sample is
added to the microwells together with a second HBsAg conjugated to Horseradish Peroxidase
(Enzyme Conjugate). In case of presence of anti-HBs in the sample, the pre-coated and
conjugated antigens will be bound to the two variable domains of the antibody and during
incubation, the specific immunocomplex formed is captured on the solid phase. After washing to
remove sample serum proteins and unbound Enzyme Conjugates, Substrate Solutions containing
Tetramethylbenzidine (TMB) and urea peroxide are added to the wells. In presence of the
antigen-antibody-antigen (HRP) “sandwich” complex, the colorless Substrate Solutions are
hydrolyzed by the bound Enzyme Conjugate to a blue-colored product. The blue color turns
yellow after stopping the reaction with sulfuric acid. The amount of color intensity can be
measured and is proportional to the amount of antibody captured in the wells, and to the sample
respectively. Wells containing samples negative for anti-HBs remain colorless.

CONTENT OF THE KIT

Microwell Plate Blank microwell strips fixed on white strip holder. The plate is sealed
in aluminum pouch with desiccant. Each well contains recombinant
HBsAg. The microwell strips can be broken to be used separately.
Place unused wells or strips in the provided plastic sealable storage
bag together with the desiccant and return to 2-8°C. Once opened,
stable for 4 weeks at 2-8°C.

Negative Control 1x 1 mL, yellowish liquid filled in a vial with green screw cap.
Protein-stabilized buffer tested non-reactive for anti-HBs.
Preservative: 0.1 % ProClin™ 300. Ready to use as supplied. Once
opened, stable for 4 weeks at 2-8°C.

Positive Control 1x 1 mL, Red-colored liquid filled in a vial with red screw cap.
anti-HBs diluted in protein-stabilized buffer. Preservative: 0.1 %
ProClin™ 300. Ready to use as supplied. Once opened, stable for 4
weeks at 2-8°C.

Enzyme Conjugate 1x 6.5 mL, red-colored liquid in a white vial with red screw cap.
Horseradish peroxidase-conjugated HBsAg. Preservative: 0.1 %
ProClin™ 300. Ready to use as supplied. Once opened, stable for 4
weeks at 2-8°C.

Wash Buffer 1x 30 mL, Colorless liquid filled in a white bottle with white screw
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cap. Buffer solution containing surfactant. Detergent: Tween-20.

The concentrate must be diluted 1 to 20 with distilled/deionized
water before use. Once diluted, stable for 1 week at room
temperature, or for 2 weeks when stored at 2-8°C.

Substrate Solution A 1x 7 mL, colorless liquid filled in a white vial with green screw cap.

Urea peroxide solution. Ready to use as supplied. Once opened,
stable for 4 weeks at 2-8°C.

Substrate Solution B 1x 7 mL, colorless liquid filled in a black vial with black screw cap.

TMB (Tetramethyl benzidine), N,N- dimethylformamide. Ready to
use as supplied. Once opened, stable for 4 weeks at 2-8°C.

Stop Solution 1x 7 mL, colorless liquid in a white vial with white screw cap.

Diluted sulfuric acid solution (0.5 M H,SO,4). Ready to use as
supplied. Once opened, stable for 4 weeks at 2-8°C.

MATERIALS REQUIRED BUT NOT PROVIDED

Freshly distilled or deionized water

Disposable gloves and timer

Appropriate waste containers for potentially contaminated materials
Dispensing system and/or pipette

Disposable pipette tips

Absorbent tissue or clean towel

Dry incubator or water bath, 37+1°C

Plate reader, single wavelength 450 nm or dual wavelength 450/600-650 nm
Microwell aspiration/wash system

STORAGE AND STABILITY

The components of the kit will remain stable through the expiration date indicated on the label
and package when stored between 2-8°C, do not freeze.

To assure maximum performance of this ELISA, protect the reagents from contamination with
microorganism or chemicals during storage.

SAMPLE COLLECTION

1.

Specimen Collection: No special patient's preparation required. Collect the specimen in
accordance with the normal laboratory practice. Either fresh serum or plasma specimens can
be used with this assay. Blood collected by venipuncture should be allowed to clot naturally
and completely — the serum/plasma must be separated from the clot as early as possible as
to avoid haemolysis of the RBC. Care should be taken to ensure that the serum specimens
are clear and not contaminated by microorganisms. Any visible particulate matters in the
specimen should be removed by centrifugation at 3000 rpm (round per minutes) for 20
minutes at room temperature or by filtration.

Plasma specimens collected into EDTA, sodium citrate or heparin can be tested, but highly
lipaemic, icteric, or hemolytic specimens should not be used as they can give false results in
the assay. Do not heat-inactivate specimens. This can cause deterioration of the target
analyte. Samples with visible microbial contamination should never be used.

This ELISA is intended ONLY for testing of individual serum or plasma samples. Do not use
the assay for testing of cadaver samples, saliva, urine or other body fluids, or pooled (mixed)
blood.

Transportation and Storage: Store specimens at 2-8°C. Specimens not required for assaying
within 1 week should be stored frozen (-20°C or lower). Multiple freeze-thaw cycles should be
avoided. For shipment, samples should be packaged and labeled in accordance with the
existing local and international regulations for transportation of clinical samples and
ethological agents.
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PRECAUTIONS AND SAFETY

TO BE USED ONLY BY QUALIFIED PROFESSIONALS.
The ELISA assays are time and temperature sensitive. To avoid incorrect result, strictly follow the
test procedure steps and do not modify them.

1.

10.
11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

Do not exchange reagents from different lots or use reagents from other commercially
available kits. The components of the kit are precisely matched for optimal performance of the
tests.

Make sure that all reagents are within the validity indicated on the kit box and of the same Iot.
Never use reagents beyond their expiry date stated on labels or boxes.

CAUTION - CRITICAL STEP: Allow the reagents and specimens to reach room temperature
(18-30°C) before use. Shake reagent gently before use. Return at 2-8°C immediately after
use.

Use only sufficient volume of sample as indicated in the procedure steps. Failure to do so
may cause in low sensitivity of the assay.

Do not touch the exterior bottom of the wells; fingerprints or scratches may interfere with the
reading. When reading the results, ensure that the plate bottom is dry and there are no air
bubbles inside the wells.

Never allow the microplate wells to dry after the washing step. Immediately proceed to the
next step. Avoid the formation of air bubbles when adding the reagents.

Avoid long time interruptions of assay steps. Assure same working conditions for all wells.
Calibrate the pipette frequently to assure the accuracy of samples/reagents dispensing. Use
different disposal pipette tips for each specimen and reagents in order to avoid cross-
contaminations.

Assure that the incubation temperature is 37°C inside the incubator.

When adding specimens, do not touch the well’'s bottom with the pipette tip.

When measuring with a plate reader, determine the absorbance at 450 nm or at 450/600-650
nm.

The enzymatic activity of the Enzyme Conjugate might be affected from dust and reactive
chemical and substances like sodium hypochlorite, acids, alkalis etc. Do not perform the
assay in the presence of these substances.

If using fully automated equipment, during incubation, do not cover the plates with the plate
cover. The tapping out of the remainders inside the plate after washing, can also be omitted.
All specimens from human origin should be considered as potentially infectious. Strict
adherence to GLP (Good Laboratory Practice) regulations can ensure the personal safety.
WARNING: Materials from human origin may have been used in the preparation of the
Negative Control of the kit. These materials have been tested with tests kits with accepted
performance and found negative for HBsAg and antibodies to HIV 1/2, HCV, TP. However,
there is no analytical method that can assure that infectious agents in the specimens or
reagents are completely absent. Therefore, handle reagents and specimens with extreme
caution as if capable of transmitting infectious diseases. Bovine derived sera have been used
for stabilizing of the positive and negative controls. Bovine serum albumin (BSA) and fetal calf
sera (FCS) are derived from animals from BSE/TSE free-geographical areas.

Never eat, drink, smoke, or apply cosmetics in the assay laboratory. Never pipette solutions
by mouth.

Chemical should be handled and disposed of only in accordance with the current GLP (Good
Laboratory Practices) and the local or national regulations.

The pipette tips, vials, strips and specimen containers should be collected and autoclaved for
not less than 2 hours at 121°C or treated with 10% sodium hypochlorite for 30 minutes to
decontaminate before any further steps of disposal. Solutions containing sodium hypochlorite
should NEVER be autoclaved. Materials Safety Data Sheet (MSDS) available upon request.
Some reagents may cause toxicity, irritation, burns or have carcinogenic effect as raw
materials. Contact with the skin and the mucosa should be avoided but not limited to the
following reagents: Stop solution, the Chromogens, and the Wash buffer.

The Stop solution 0.5 M H,SO, is an acid. Use it with appropriate care. Wipe up spills
immediately and wash with water if come into contact with the skin or eyes.

ProClin™300 0.1% used as preservative, can cause sensation of the skin. Wipe up spills
immediately or wash with water if come into contact with the skin or eyes.
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INDICATIONS OF INSTABILITY DETERIORATION OF THE REAGENT: Values of the Positive
or Negative controls, which are out of the indicated quality control range, are indicators of
possible deterioration of the reagents and/or operator or equipment errors. In such case, the
results should be considered as invalid and the samples must be retested. In case of constant
erroneous results and proven deterioration or instability of the reagents, immediately substitute
the reagents with new one or contact Wantai technical support for further assistance.

WASHING INSTRUCTIONS

1. A good washing procedure is essential to obtain correct and precise analytical data.

2. It is therefore recommended to use a good quality ELISA microplate washer, maintained
at the best level of washing performances. In general, no less than 5 automatic washing
cycles of 350-400 pL/well are sufficient to avoid false positive reactions and high
background.

3. To avoid cross-contaminations of the plate with sample or Enzyme Conjugate, after
incubation do not discard the content of the wells but allow the plate washer to aspirate it
automatically.

4, Anyway, we recommend calibrating the washing system on the kit itself in order to match
the declared analytical performances. Assure that the microplate washer liquid dispensing
channels are not blocked or contaminated and sufficient volume of Wash buffer is
dispensed each time into the wells.

5. In case of manual washing, we suggest to carry out at least 5 cycles, dispensing 350-400
pL/well and aspirating the liquid for 5 times. If poor results (high background) are
observed, increase the washing cycles or soaking time per well.

6. In any case, the liquid aspirated out the strips should be treated with a sodium
hypochlorite solution at a final concentration of 2.5% for 24 hours, before liquids are
wasted in an appropriate way.

7. The concentrated Washing solution should be diluted 1:20 before use. For one plate, mix
30 mL of the concentrate with 570 mL of water for a final volume of 600 mL diluted Wash
Buffer. If less than a whole plate is used, prepare the proportional volume of solution.

ASSAY PROCEDURE

Step 1 Reagents preparation: Allow the reagents to reach room temperature (18-30°C).
Check the Wash buffer concentrate for the presence of salt crystals. If crystals have
formed in the solution, resolubilize by warming at 37°C until crystals dissolve. Dilute the
stock Wash Buffer 1:20 with distilled or deionized water as indicated in the instructions
for washing. Use only clean vessels to dilute the buffer.

Step 2 Numbering Wells: Set the strips needed in strip-holder and number sufficient number of
wells including three Negative controls (e.g. B1, C1, D1), two Positive controls (e.g. E1,
F1) and one Blank (e.g. A1, neither samples nor Enzyme Conjugate should be added
into the Blank well). Use only the number of strips required for the test.

Step 3 Adding Sample and Enzyme Conjugate: Add 50 uL of Positive control, Negative
control, and Specimen into their respective wells. Note: Use a separate disposal
pipette tip for each specimen, Negative Control and Positive Control as to avoid
cross-contamination. Add 50 uL Enzyme Conjugate to each well except the Blank
and mix by tapping the plate gently.

Step 4 Incubating: Cover the plate with the plate cover and incubate for 30 minutes at 37°C. It
is recommended to use water tank to assure the temperature stability and humidity
during the incubation. If dry incubator is used, do not open the door frequently.

Step 5 Washing: At the end of the incubation, remove and discard the plate cover. Wash each
well 5 times with diluted Wash buffer. Each time allow the microwells to soak for 30-60
seconds. After the final washing cycle, turn down the strip plate onto blotting paper or
clean towel, and tap the plate to remove any remainders.

Step 6 Coloring: Dispense 50 uL of Substrate Solution A and after that 50 uL of Substrate
Solution B into each well including the Blank, and mix by tapping the plate gently.

Incubate the plate at 37°C for 15 minutes avoiding light. The enzymatic reaction
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between the Substrate Solutions and the Enzyme Conjugate produces blue color in
Positive control and in anti-HBs Positive sample wells.

Step 7 Stopping Reaction: Using a multichannel pipette or manually add 50 pL Stop Solution
into each well. Intensive yellow color develops in Positive control and anti-HBs Positive
sample wells.

Step 8 Measuring the Absorbance: Calibrate the plate reader with the Blank well and read the
absorbance at 450 nm. If a dual filter instrument is used, set the reference wavelength
at 630 nm. Calculate the Cut-off value and evaluate the results. (Note: read the
absorbance within 5 minutes after stopping the reaction)

| QUALITY CONTROL AND CALCULATION OF RESULTS

Each microplate should be considered separately when calculating and interpreting results of the
assay, regardless of the number of plates concurrently processed. The results are calculated by
relating each sample optical density (OD) value to the Cut-off value (C.0O.) of the plate. If the Cut-
off reading is based on single filter plate reader, the results should be calculated by subtracting
the Blank well OD value from the print report values of samples and controls. In case the reading
is based on Dual filter plate reader, do not subtract the Blank well OD from the print report values
of samples and controls.

Calculation of Cut-off value:
Cut-off value (C.0.) =*Nc x 2.1 *Nc = the mean absorbance value for three negative controls.
Important: If the mean OD value of the negative control is lower than 0.05, take it as 0.05.

Quality Control (Assay validation): The test results are valid if the Quality Control criteria are
fulfilled. It is recommended that each laboratory must establish appropriate quality control system
with quality control material similar to or identical with the patient sample being analyzed.

- The A value of the Blank well, which contains only Chromogen and Stop solution, is < 0.080 at
450 nm.

- The A values of the Positive Control must be = 0.800 at 450/600~650nm or at 450nm after
blanking.

- The A values of the Negative Control must be < 0.100 at 450/600~650nm or at 450nm after
blanking.

If one of the Negative Control A values does not meet the Quality Control criteria, it should be
discarded and the mean value calculated again using the remaining two values. If more than one
Negative control A values do not meet the Quality Control Range specifications, the test is invalid
and must be repeated.

INTERPRETATIONS OF THE RESULTS

(S = the individual absorbance (OD) of each specimen)

Negative Results (S/C.0.<1): samples giving absorbance less than the Cut-off value are
negative for this assay, which indicates that no antibodies to hepatitis B virus surface antigen
have been detected with this anti-HBs ELISA kit. Therefore, there are no indications for past
infection and the individual is not immune to infection with HBV.

Positive Results (S/C.0.21): samples giving an absorbance greater than or equal to the Cut-off
value are initially reactive, which indicates that antibodies to HBV surfaces antigen have been
detected using this anti-HBs ELISA kit. Retesting in duplicates of any reactive samples is
recommended. Repeatedly reactive samples can be considered positive for anti-HBs. Elevated
concentrations of anti-HBs are indication for recovery and immunity to HBV.

Borderline (S/C.0.=0.9-1.1): samples with absorbance to Cut-off ratio between 0.9 and 1.1 are
considered borderline and retesting of these samples in duplicates is recommended to confirm
the results. Repeatedly positive samples can be considered positive for antibodies to HBsAg.
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Follow-up, confirmation and supplementary testing of any positive specimen with other analytical
system is required. Clinical diagnosis should not be established based on a single test result. It
should integrate clinical and other laboratory data and findings.

TEST PERFORMANCE AND EXPECTED VALUES

Analytical Endpoint Sensitivity (lower detection limits): This assay shows sensitivity near the
Cut-off of 5 mlU/mL.

Clinical Specificity: The clinical specificity of the assay has been determined by a panel of

samples obtained from 1500 healthy blood donors and 250 undiagnosed hospitalized patients.
Specificity Samples True s False
. Specificity "
No. - + positive positive
Blood Donors 1500 869 631 630 99.89% 1
Hospitalized o
Patients 250 140 110 109 99.29% 1
TOTAL 1750 1009 741 739 99.80% 2

Clinical Sensitivity: The clinical sensitivity of the assay has been calculated by a panel of
samples obtained from 580 hepatitis B patients with well-characterized clinical history based upon
reference assays for detection of HBsAg, HBeAg, anti-HBs, anti-HBe, and anti-HBc. Licensed
anti-HBs ELISA test was applied as a confirmatory assay. For establishing the test performance
characteristics during monitoring of post-vaccination antibody response, additional group of
samples from 200 individuals receiving HBV vaccine was tested for anti-HBs.

Sensitivity Samples True s False
No. - + positive Sensitivity negatives

Acute 350 345 S S 100% 0
Chronic 130 130 0 0 100% 0
Recovery 100 5 95 95 100% 0
Vaccine

recipients 200 7 193 193 100% 0
TOTAL 780 486 293 293 100% 0

Analytical Specificity:
1. No cross reactivity observed with samples from patients infected with HAV, HCV, HIV, CMV, TP.

2. No interference was observed from rheumatoid factors up to 2000 U/mL.

3. The assay performance characteristics are unaffected from elevated concentrations of bilirubin,
hemoglobin, and triolein.

4. No high dose hook effect up to 150,000 mIU/mL.

5. Frozen specimens have been tested too to check for interferences due to collection and
storage.

LIMITATIONS

1. Positive results must be confirmed with another available method and interpreted in
conjunction with the patient clinical information.

2. Antibodies may be undetectable during the early stage of the disease and in some
immunosuppressed individuals. In very rare cases some HBV mutants or subtypes can
remain undetectable. A negative result with an antibody detection test does not preclude the
possibility of infection.

3. |If, after retesting of the initially reactive samples, the assay results are negative, these
samples should be considered as non-repeatable (false positive) and interpreted as negative.
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As with many very sensitive ELISA assays, false positive results can occur due to the several
reasons, most of which are related but not limited to inadequate washing step.

4. The most common assay mistakes are: using kits beyond the expiry date, bad washing
procedures, contaminated reagents, incorrect assay procedure steps, insufficient aspiration
during washing, failure to add specimens or reagents, improper operation with the laboratory
equipment, timing errors, the use of highly hemolyzed specimens or specimens containing
fibrin, incompletely clotted serum specimens.

5. The prevalence of the marker will affect the assay’s predictive values.

6. This kit is intended ONLY for testing of individual serum or plasma samples. Do not use it for
testing of cadaver samples, saliva, urine or other body fluids, or pooled (mixed) blood.

7. This kit is a qualitative assay and the results cannot be used to measure antibody
concentration.
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HBsAgQ Sensitive ELISA

(en) English

REF Content

712360 - 1 Microwell Plate: 96 wells (12x 8-well antibody coated strips, individual breakaway)
- 1x 1 mL Positive Control
- 1x 1 mL Negative Control
- 1x 6 mL Enzyme Conjugate
96 - 1x 5 mL Specimen Diluent
- 1x 6 mL Substrate Solution A
- 1x 6 mL Substrate Solution B
- 1x 6 mL Stop Solution
- 1x 30 mL Wash Buffer
- 3 Cardboard Plate Covers
- 1 Plastic Bag
- 1 Package Insert
- 1 Certificate of Analysis

For professional in vitro diagnostic use only.

INTENDED USE

HBsAg Sensitive ELISA is an enzyme-linked immunosorbent assay (ELISA) for the qualitative detection of Hepatitis
B surface antigen (HBsAgQ) in human serum or plasma. It is intended for the screening of blood donors and for the
diagnosis of patients related to infection with Hepatitis B virus.

DIAGNOSTIC SIGNIFICANCE

Hepatitis B virus (HBV) is an enveloped, double-stranded DNA virus belonging to the Hepadnaviridae family and is
recognized as the major cause of blood transmitted hepatitis together with hepatitis C virus (HCV). Infection with
HBV induces a spectrum of clinical manifestations ranging from mild, unapparent disease to fulminant hepatitis,
severe chronic liver diseases, which in some cases can lead to cirrhosis and carcinoma of the liver. Classification of
a hepatitis B infection requires the identification of several serological markers expressed during three phases
(incubation, acute and convalescent) of the infection. Now several diagnostic tests are used for screening, clinical
diagnosis and management of the disease. Hepatitis B surface antigen or HBsAg, previously described as Australia
antigen, is the most important protein of the envelope of Hepatitis B Virus. The surface antigen contains the
determinant “a”, common to all known viral subtypes and immunologically distinguished in two distinct subgroups (ay
and ad). HBV has 10 major serotypes and four HBsAg subtypes have been recognized (adw, ady, ayw, and ayr).
HBsAg can be detected 2 to 4 weeks before the ALT levels become abnormal and 3 to 5 weeks before symptoms
develop. The serological detection of HBsAg is a powerful method for the diagnosis and prevention of HBV infection
and ELISA has become an extensively used analytical system for screening of blood donors and clinical diagnosis
of HBV in infected individuals.

TEST PRINCIPLE

For detection of HBsAg, Dialab HBsAg Sensitive ELISA uses antibody “sandwich” ELISA method, in which,
polystyrene microwell strips are pre-coated with monoclonal antibodies specific to HBsAg. Patient’s serum or plasma
sample is added to the microwells. During incubation, the specific immunocomplex formed in case of presence of
HBsAg in the sample, is captured on the solid phase. Then the second antibody conjugated the enzyme horseradish
peroxidase (the Enzyme Conjugate) directed against a different epitope of HBsAg is added into the wells. During the
second incubation step, these HRP-conjugated antibodies will be bound to any anti-HBs-HBsAg complexes
previously formed during the first incubation, and the unbound HRP-conjugate is then removed by washing. After
washing to remove unbound HRP-conjugate, Chromogen solutions containing tetramethyl-benzidine (TMB) and urea
peroxide are added to the wells. In presence of the antibody-antigen-antibody (HRP) “sandwich” immunocomplex,
the colorless Chromogens are hydrolyzed by the bound HRP-conjugate to a blue-colored product. The blue color
turns yellow after stopping the reaction with sulfuric acid. The amount of color intensity can be measured and it is
proportional to the amount of antigen captured in the wells, and to its amount in the sample respectively. Wells
containing samples negative for HBsAg remain colorless.

REAGENT COMPOSITION

Component Description

Blank microwell strips fixed on white strip holder. The plate is sealed in aluminum pouch with
Microwell plate | desiccant. 12x 8-well strips per plate. Each well contains monoclonal antibodies reactive to
HBsAg (anti-HBs). The microwell strips can be broken to be used separately. Place unused
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wells or strips in the plastic sealable storage bag together with the desiccant and return to 2-
8°C.

Once open, stable for 4 weeks at 2-8°C.

Red-colored liquid filled in a vial with red screw cap. HBsAg diluted in protein-stabilized buffer.

Iz%sr:?r\é? Ready to use as supplied. Contains 0.1% ProClin™ 300 as preservative.
Once open, stable for 4 weeks at 2-8°C.
Negative Yellowish liquid filled in a vial with green screw cap. Protein-§tabilized buffer testeq non-reactive
Control for HBsAg. Ready to use as supplied. Contains 0.1% ProClin™ 300 as preservative.
Once open, stable for 4 weeks at 2-8°C.
Enzyme Red-colpred'liquid filled in a vial with rgd screw cap. Horseradigh peroxidase conjuggted anti
Conjugate HBs antibodies. Ready to use as supplied. Contains 0.1% ProCIlin™ 300 as preservative.
Once open, stable for 4 weeks at 2-8°C.
Specimen Green—colore_d liquid in_a vial with blug screw cap. Buffer So_lution containing protein. Ready to
Diluent use as supplied. Contains 0.1% ProClin™ 300 as preservative.
Once open, stable for 4 weeks at 2-8°C.
Substrate Colorles_s liquid filled in a white vial with green screw cap. Urea peroxide solution. Ready to use
Solution A as supplied.
Once opened, stable for 4 weeks at 2-8°C.
Substrate C_olorless liquid _fiIIed in a black vial with bl_ack screw cap. TMB (Tetramethyl benzidine), N,N-
Solution B dimethylformamide. Ready to use as supplied.

Once opened, stable for 4 weeks at 2-8°C.

Colorless liquid in a white vial with yellow screw cap. Diluted sulfuric acid solution (0.5 M H2SO4).
Stop Solution | Ready to use as supplied.
Once opened, stable for 4 weeks at 2-8°C.

Colorless liquid filled in a clear bottle with white screw cap, pH 7.4, 20x PBS. The concentrate
must be diluted 1 to 20 with distilled/ deionized water before use. Contains Tween 20 as a
detergent. Once diluted, stable for one week at room temperature, or for two weeks when
stored at 2-8°C.

Wash Buffer

MATERIAL REQUIRED BUT NOT PROVIDED

Freshly distilled or deionized water

Disposable gloves and timer

Appropriate waste containers for potentially contaminated materials
Dispensing system and/or pipette

Disposable pipette tips

Absorbent tissue or clean towel

Dry incubator or water bath 37 + 1°C

Plate reader, single wavelength 450 nm or dual wavelength 450/600-650 nm
Microwell aspiration/wash system

REAGENT PREPARATION

Allow the reagents and samples to reach room temperature (18-30°C) for at least 15-30 minutes. Check the Wash
Buffer concentrate for the presence of salt crystals. If crystals have formed, resolubilize by warming at 37°C until
crystals dissolve. Dilute the Wash Buffer 1:20 as indicated in the instructions for washing. Use distilled or deionized
water and only clean vessels to dilute the buffer. All other reagents are ready to use as supplied.

STORAGE AND STABILITY

The components of the kit will remain stable through the expiration date indicated on the label and package when
stored between 2-8°C, do not freeze. To assure maximum performance of this HBsAg Sensitive ELISA kit, during
storage protect the reagents from contamination with microorganisms or chemicals.

WARNINGS AND PRECAUTIONS

ProClin™ 300:
Warning:
H317: May cause an allergic skin reaction.
H412: Harmful to aquatic life with long lasting effects
P273: Avoid release to the environment
P280: Wear protective gloves/protective clothing/eye protection/face protection.
P333+313: If skin irritation or rash occurs: Get medical advice/attention.
P363: Wash contaminated clothing before reuse.
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N,N dimethylformamide:
Danger:
H360D: May damage the unborn child.
P201: Obtain special instruction before use.
P280: Wear protective gloves/protective clothing/eye protection/face protection.
P308+P313: If exposed or concerned: Get medical advice/attention.

TO BE USED ONLY BY QUALIFIED PROFESSIONALS.

The ELISA assay is a time and temperature sensitive method. To avoid incorrect results, strictly follow the test
procedure steps and do not modify them.

e Do not exchange reagents from different lots, or use reagents from other commercially available kits. The
components of the kit are precisely matched as to achieve optimal performance of the test.

e Make sure that all reagents are within the validity indicated on the kit box and are of the same lot. Never use
reagents beyond the expiry date stated on labels or boxes.

e CAUTION — CRITICAL STEP: Allow the reagents and samples to reach room temperature (18-30°C) before use.
Shake reagent gently before use. Return to 2-8°C immediately after use.

e Use only sufficient volume of sample as indicated in the procedure steps. Failure to do so may cause in low
sensitivity of the assay.

¢ Do not touch the bottom exterior of the wells; fingerprints or scratches may interfere with microwell reading. When
reading the results, ensure that the plate bottom is dry and there are no air bubbles inside the wells.

¢ Never allow the microplate wells to dry after the washing step. Immediately proceed to the next step. Avoid the
formation of air-bubbles when adding the reagents.

e Avoid assay steps long time interruptions. Assure same working conditions for all wells.

e Calibrate the pipette frequently to assure the accuracy of samples/reagents dispensing. Use different disposal

pipette tips for each specimen and reagents as to avoid cross-contamination.

Assure that the incubation temperature is 37°C inside the incubator.

When adding samples, avoid touching the well’'s bottom with the pipette tip.

When measuring with a plate reader, determine the absorbance at 450 nm or 450/600-650 nm.

The enzymatic activity of the Enzyme Conjugate might be affected by dust, reactive chemicals, and substances

like sodium hypochlorite, acids, alkalis etc. Do not perform the assay in the presence of such substances.

e If using fully automated equipment, during incubation, do not cover the plates with the plate cover. The tapping
out of the remainders inside the plate after washing, can also be omitted.

¢ All specimens from human origin should be considered as potentially infectious. Strict adherence to GLP (Good
Laboratory Practice) regulations can ensure the personal safety.

e WARNING: Materials from human origin have been used in the preparation of the Negative Control in the Kit.
These materials have been tested with test kits with accepted performance and found negative for antibodies to
HIV 1&2, HCV, TP and HBsAg. However, there is no analytical method that can assure that infectious agents in
the specimens or reagents are completely absent. Therefore, handle reagents and specimens with extreme
caution as if capable of transmitting infectious diseases. Bovine derived sera have been used for stabilizing of the
positive and negative controls. Bovine serum albumin (BSA) and fetal calf sera (FCS) are derived from animals
from BSE/TSE-free geographical areas.

e Never eat, drink, smoke, or apply cosmetics in the assay laboratory. Never pipette solutions by mouth.

e Chemicals should be handled and disposed of only in accordance with the current GLP (Good Laboratory
Practices) and the local or national regulations.

e The pipette tips, vials, strips and sample containers should be collected and autoclaved for 2 hours at 121°C or
treated with 10% sodium hypochlorite for 30 minutes to decontaminate before any further steps for disposal.
Solutions containing sodium hypochlorite should NEVER be autoclaved.

e Materials Safety Data Sheet (MSDS) available upon request.

e Some reagents may cause toxicity, irritation, burns or have carcinogenic effect as raw materials. Contact with the
skin and the mucosa should be avoided but not limited to the following reagents: Stop Solution, the Substrate
Solutions and the Wash buffer.

e The Stop Solution (0.5 M H2S04) is an acid. Corrosive. Use it with appropriate care. Wipe up spills immediately
or wash with water if come into contact with the skin or eyes.

e ProClin™300 0.1% used as a preservative can cause sensation of the skin. Wipe up spills immediately or wash
with water if come into contact with the skin or eyes.

Indications of Instability or Deterioration of the Reagent:
Values of the Positive or Negative controls, which are out of the indicated quality control range, are indicators of
possible deterioration of the reagents and/or operator or equipment errors. In such case, the results should be
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considered as invalid and the samples must be retested. In case of constant erroneous results and proven
deterioration or instability of the reagents, immediately substitute the reagents with new one or contact Dialab for
further assistance.

SPECIMEN COLLECTION AND STORAGE

e Sample Collection: No special patient’s preparation required. Collect the specimen in accordance with the normal
laboratory practice. Either fresh serum or plasma specimens can be used with this assay. Blood collected by
venipuncture should be allowed to clot naturally and completely — the serum/plasma must be separated from the
clot as early as possible as to avoid haemolysis of the RBC. Care should be taken to ensure that the serum
specimens are clear and not contaminated by microorganisms. Any visible particulate matters in the specimen
should be removed by centrifugation at 3000 RPM (round per minutes) for 20 minutes at room temperature or by
filtration.

¢ Plasma specimens collected into EDTA, sodium citrate or heparin may be tested, but highly lipaemic, icteric, or
haemolytic specimens should not be used as they can give false results in the assay. Do not heat inactivate
specimens. This can cause deterioration of the target analyte. Samples with visible microbial contamination
should never be used.

e Dialab HBsAg Sensitive ELISA is intended ONLY for testing of individual serum or plasma samples. Do not use
the assay for testing of cadaver samples, saliva, urine or other body fluids or pooled (mixed) blood.

e Transportation and Storage: Store specimens at 2-8°C. Specimens not required for assaying within 7 days
should be stored frozen (-20°C or lower). Multiple freeze-thaw cycles should be avoided. For shipment, samples
should be packaged and labelled in accordance with the existing local and international regulations for
transportation of clinical samples and ethological agents.

TEST PROCEDURE

1. Preparation: Mark three wells as Negative control (e.g. B1, C1, D1), two wells as Positive control (e.g. E1, F1)
and one Blank (e.g. Al, neither samples nor Enzyme Conjugate should be added into the Blank well). If the results
will be determined by using dual wavelength plate reader, the requirement for use of Blank well could be omitted.
Use only number of strips required for the test.

2. Adding Diluent: Add 20 uL of Specimen Diluent into each well except the Blank.

3. Adding Sample: Add 100 uL of Positive control, Negative control, and Specimen into their respective wells except
the Blank. Note: Use a separate disposal pipette tip for each specimen, Negative Control, Positive Control to avoid
cross-contamination. Mix by tapping the plate gently.

4. Incubating: Cover the plate with the plate cover and incubate for 60 minutes at 37°C.

5. Adding Enzyme Conjugate: At the end of the incubation, remove and discard the plate cover. Add 50 pL Enzyme
Conjugate into each well except the Blank, and mix by tapping the plate gently.

6. Incubating: Cover the plate with the plate cover and incubate for 30 minutes at 37°C.

7. Washing: At the end of the incubation, remove and discard the plate cover. Wash each well 5 times with diluted
Wash buffer. Each time allow the microwells to soak for 30-60 seconds. After the final washing cycle, turn down
the plate onto blotting paper or clean towel and tap it to remove any remainders.

8. Coloring: Add 50 pL of Substrate Solution A and 50 pL of Substrate Solution B into each well including the Blank.
Incubate the plate at 37°C for 30 minutes avoiding light. The enzymatic reaction between the Substrate
solutions and the Enzyme Conjugate produces blue color in Positive control and HBsAg positive sample wells.

9. Stopping Reaction: Using a multichannel pipette or manually, add 50 pL Stop Solution into each well and mix
gently. Intensive yellow color develops in Positive control and anti-HBsAg positive sample wells.

10. Measuring the Absorbance: Calibrate the plate reader with the Blank well and read the absorbance at 450 nm.
If a dual filter instrument is used, set the reference wavelength at 600 - 650 nm. Calculate the Cut-off value and
evaluate the results. Note: read the absorbance within 10 minutes after stopping the reaction.

Instructions for Washing:

e A good washing procedure is essential in order to obtain correct and precise analytical data.

e It is therefore, recommended to use a good quality ELISA microplate washer, maintained at the best level of
washing performances. In general, no less than 5 automatic washing cycles of 350-400 pl/well are sufficient to
avoid false positive reactions and high background.

e To avoid cross-contaminations of the plate with specimen or Enzyme Conjugate, after incubation do not discard
the content of the wells but allow the plate washer to aspirate it automatically.

e Assure that the microplate washer liquid dispensing channels are not blocked or contaminated and sufficient
volume of Wash buffer is dispensed each time into the wells.

¢ In case of manual washing, we suggest to carry out 5 washing cycles, dispensing 350-400ul/well and aspirating
the liquid for 5 times. If poor results (high background) are observed, increase the washing cycles or soaking time
per well.
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e In any case, the liquid aspirated out the strips should be treated with a sodium hypochlorite solution (final
concentration of 2.5%) for 24 hours, before liquids are disposed in an appropriate way.

e The concentrated Wash buffer should be diluted 1:20 before use. If less than a whole plate is used, prepare the
proportional volume of solution.

INTERPRETATION OF RESULTS

Negative Results (A / C.O. < 1): Specimens giving absorbance less than the Cut-off value are negative for this
assay, which indicates that no Hepatitis B virus surface antigen has been detected with Dialab HBsAg Sensitive
ELISA, therefore the patient is probably not infected with HBV and the blood unit does not contain hepatitis B virus
surface antigen and could be transfused in case that other infectious diseases markers are also absent.

Positive Results (A / C.0. 2 1): Specimens giving an absorbance equal to or greater than the Cut-off value are
considered initially reactive, which indicates that Hepatitis B virus surface antigen has probably been detected using
Dialab HBsAg Sensitive ELISA. All initially reactive specimens should be retested in duplicates using Dialab HBsAg
Sensitive ELISA before the final assay results interpretation. Repeatedly reactive specimens can be considered
positive for Hepatitis B virus surface antigen with Dialab HBsAg Sensitive ELISA.

Borderline (A / C.0. = 0.9 - 1.1): Specimens with absorbance to Cut-off ratio between 0.9 and 1.1 are considered
borderline and retesting of these specimens in duplicates is required to confirm the initial results.

Follow-up, confirmation and supplementary testing of any positive specimen with other analytical system
(e.g. PCR) is required. Clinical diagnosis should not be established based on a single test result. It should
integrate clinical and other laboratory data and findings.

INITIAL RESULTS INTERPRETATION AND FOLLOW-UP
ALL INITIALY REACTIVE OR BORDERLINE SAMPLES

Repeat in duplicate O + O + O + O - O - O -
Interpretation O + A/IC.0.20.9 A/C.0.<0.9
Follow-up IND O-

IND = non interpretable

o If, after retesting of the initially reactive samples, both wells are negative (A/C.0.<0.9), these samples should be
considered as non-repeatable positive (or false positive) and recorded as negative. As with many very sensitive
ELISA assays, false positive results can occur due to the several reasons, most of which are connected with, but
not limited to, inadequate washing step.

o If after retesting in duplicates, one or both wells are positive results, the final result from this ELISA test should be
recorded as repeatedly reactive. Repeatedly reactive specimens could be considered positive for Hepatitis B virus
surface antigen and therefore the patient is probably infected with HBV and the blood unit must be discarded.

o After retesting in duplicates, samples with values close to the Cut-off value should be interpreted with caution and
considered as "borderline" zone samples or uninterpretable for the time of testing.

QUALITY CONTROL AND CALIBRATION

Each microplate should be considered separately when calculating and interpreting the results of the assay,
regardless of the number of plates concurrently processed. The results are calculated by relating each specimen
absorbance (A) value to the Cut-off value (C.0.) of the plate. If the Cut-off reading is based on single filter plate
reader, the results should be calculated by subtracting the Blank well A value from the print report values of
specimens and controls. In case the reading is based on dual filter plate reader, do not subtract the Blank well A
value from the print report values of specimens and controls.

Calculation of the Cut-off value (C.0.) = Nc + 0.06
(Nc = the mean absorbance value for three negative controls).

Quality control (assay validation): The test results are valid if the Quality Control criteria are fulfilled. It is
recommended that each laboratory must establish appropriate quality control system with quality control material
similar to or identical with the patient sample being analyzed.
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e The A value of the Blank well, which contains only Substrate Solutions and Stop solution, is <0.080 at 450 nm.
e The A values of the Positive control must be 20.800 at 450/600-650 nm or at 450 nm after blanking.
e The A values of the Negative control must be <0.100 at 450/600-650 nm or at 450 nm after blanking.

If one of the Negative Control A values does not meet the Quality Control criteria, it should be discarded and the
mean value calculated again using the remaining two values. If more than one Negative Control A values do not
meet the Quality Control Range specifications, the test is invalid and must be repeated.

Example:
1. Quality Control
Blank well A value: A1 = 0.025 at 450 nm (Note: blanking is required only when reading with single filter at 450 nm)

Well No.: Bl C1 D1
Negative control A values after blanking: 0.020 0.012 0.016
Well No.: El F1

Positive control A values after blanking: 2.421 2.369

All control values are within the stated quality control range
2. Calculation of Nc: = (0.020+0.012+0.016)/3 = 0.016
3. Calculation of the Cut-off: (C.0.) = 0.016 + 0.06 = 0.076

PERFORMANCE CHARACTERISTICS

Evaluation studies carried out in external quality control institutes as well as 3 blood banks, demonstrated the
following performance characteristics of HBsAg Sensitive ELISA.

Specificity: When evaluated on European blood donors (n=5038), the overall diagnostic specificity of the kit was
99.78%.

During multi-center evaluation Dialab HBsAg Sensitive ELISA demonstrated specificity of 99.92%.
Dialab HBsAg Sensitive ELISA

Laboratory Number . " Specificity
Blood bank A 1958 1955 3 99.85%
Blood bank B 2518 2516 2 99.92%
Blood bank C 6344 6340 4 99.94%

Total 10820 10811 9 99.92%

Sensitivity: Dialab HBsAg Sensitive ELISA was evaluated for sensitivity on 22 HBV commercially available HBV
seroconversion panels, and on total 403 HBsAg positive including 146 HBsAg HBV genotyped and HBsAg subtyped
plasma samples. With respect to seroconversion sensitivity, the results for Dialab HBsAg Sensitive ELISA on the 22
HBV seroconversion panels showed a sensitivity level at least equivalent with the range of current CE marked HBsAg
screening assays. 10 additional seroconversion panels were tested in-house. The seroconversion sensitivity was
comparable to other CE-marked HBsAg screening tests. With respect to diagnostic sensitivity Dialab HBsAg
Sensitive ELISA detected all positive samples as positive, including the HBV genotypes A-F for HBsAg subtypes
examined.

In conclusion, the overall score of Dialab HBsAg Sensitive ELISA for the seroconversion sensitivity was comparable
with other CE marked HBsAg test kits for which PEI holds data and all 403 HBsAg positive samples were reactive
giving an overall sensitivity of 100%.

Analytical sensitivity: 0.067 IU/mL (NIBSC 00/588)

Analytical specificity: No interference was observed with samples from patients with high-level of rheumatoid factor,
and pregnant woman. Same day and frozen specimens have been tested to check for interferences due to collection
and storage. Total of 100 samples reactive for anti-HBc, anti-HCV and anti-HIV-1 were screened for HBsAg with
Dialab HBsAg Sensitive ELISA. 98 out of 100 samples were negative for HBsAg. 200 blood samples from patients
were also tested with Dialab HBsAg Sensitive ELISA. 191 out of 200 samples had negative screening results for
HBsAg. 8 out of 9 samples with initial reactive screening results had repeat reactive test results with Dialab HBsAg
Sensitive ELISA, but Hepatitis B virus was not confirmed in all cases.

Detection of mutations: Panel of 108 samples collected and sequenced by PCR were tested to demonstrate the

performance of Dialab HBsAg Sensitive ELISA in detection of HBSAg mutations. The results are given in the table
below.
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Background Number Dialab HBsAg Sensitive ELISA
adr (+) wild type 35 33
4 mutations 5 4
adw (+) wild type 37 34
16 mutations 25 24
ayw (+) wild type 2 2
2 mutations 2 2
ayr (+) 2 mutations 2 2
Total 108 101

TRACEABILITY
22 seroconversion panels were used as reference material for the Dialab HBsAg Sensitive ELISA.

EXPECTED VALUES

Dialab HBsAg Sensitive ELISA is a qualitative assay and cannot be used to measure the antigen concentration,
therefore the concept of expected values is not applicable. Example values for absorbance can be found in the
chapter QUALITY CONTROL AND CALIBRATION:

LIMITATIONS

e Positive results must be confirmed with another available method and interpreted in conjunction with the patient
clinical information.

e Antigens may be undetectable during the early stage of the disease. Therefore, negative results obtained with
Dialab HBsAg Sensitive ELISA are only indication that the sample does not contain detectable level of Hepatitis
B virus surface antigen and any negative result should not be considered as conclusive evidence that the
individual is not infected with HBV or the blood unit is not infected with HBV.

o |If, after retesting of the initially reactive samples, the assay results are negative, these samples should be
considered as non-repeatable (false positive) and interpreted as negative. As with many very sensitive ELISA
assays, false positive results can occur due to the several reasons, most of which are related but not limited to
inadequate washing step.

¢ The most common assay mistakes are: using kits beyond the expiry date, bad washing procedures, contaminated
reagents, incorrect assay procedure steps, insufficient aspiration during washing, failure to add specimens or
reagents, improper operation with the laboratory equipment, timing errors, the use of highly haemolyzed
specimens or specimens containing fibrin, incompletely clotted serum specimens.

e The prevalence of the marker will affect the assay’s predictive values.

e This assay cannot be utilized to test pooled (mixed) plasma. Dialab HBsAg Sensitive ELISA has been evaluated
only with individual serum or plasma specimens.

o Dialab HBsAg Sensitive ELISA is a qualitative assay and the results cannot be used to measure antigen
concentration.

WASTE MANAGEMENT
Reagents must be disposed of in accordance with local regulations.
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HCV Ab Sensitive

(en) English

REF Content

713370 - 1 Microwell Plate: 96 wells (12x 8-well antigen coated strips, individual breakaway)

- 1x 1 mL Positive Control
- 1x 1 mL Negative Control
- 1x 12 mL HRP Conjugate

96 - 1x 6 mL Biotin Conjugate
- 1x 6 mL Substrate Solution A
- 1x 6 mL Substrate Solution B
- 1x 6 mL Stop Solution
- 1x 50 mL Wash Buffer
- 3 Cardboard Plate Covers
- 1 Plastic Bag
- 1 Package Insert
- 1 Certificate of Analysis

713500 - 5 Microwell Plates: 96 wells (12x 8-well antigen coated strips, individual breakaway)
- 3x 1 mL Positive Control
- 3x 1 mL Negative Control
\ ; 7/ - 5x 12 mL HRP Conjugate
480  _5x 6 mL Biotin Conjugate
- 1x 60 mL Substrate Solution A
- 1x 60 mL Substrate Solution B
- 1x 60 mL Stop Solution
- 2x 125 mL Wash Buffer
- 15 Cardboard Plate Covers
- 5 Plastic Bags
- 1 Package Insert
- 1 Certificate of Analysis

For professional in vitro diagnostic use only.

INTENDED USE

HCV Ab Sensitive is an enzyme-linked immunosorbent assay (ELISA) for the qualitative detection of antibodies
against Hepatitis C Virus (HCV) in human serum or plasma. It is intended for the screening of blood donors and for
diagnosing of patients related to infection with Hepatitis C virus.

DIAGNOSTIC SIGNIFICANCE

Hepatitis C virus (HCV) is an envelope, single stranded positive sense RNA (9.5 kb) virus belonging to the family of
Flaviviridae. Six major genotypes and series of subtypes of HCV have been identified. Isolated in 1989, HCV is now
recognized as the major cause for transfusion associated non-A, non-B hepatitis. The disease is characterized with
acute and chronic form although more than 50% of the infected individuals develop severe, life threatening chronic
hepatitis with liver cirrhosis and hepatocellular carcinomas. Since the introduction in 1990 of anti-HCV screening of
blood donations, the incidence of this infection in transfusion recipients has been significantly reduced.

The first generation of HCV ELISAs showed limited sensitivity and specificity and was produced using recombinant
proteins complementary to the NS4 (c100-3) region of the HCV genome as antigens. Second generation tests,
which included recombinant / synthetic antigens from the Core (c22) and nonstructural regions NS3 (c33c, ¢100-3)
and NS4 (c100-3, c200) resulted in a remarked improvement in sensitivity and specificity. The third generation tests
include antigens from the NS5 region of the viral genome in addition to NS3 (c200), NS4 (c200) and the Core (c22).
Third generation tests have improved sensitivity and shorten the time between infection with HCV and the
appearance of detectable antibodies (window period) to 60 days.

The HCV Ab Sensitive ELISA is based on double antigen “sandwich” principle ELISA. This novel for the testing of
HCV antibodies method allows detection of very early antibodies including IgM, and IgA in addition to the IgG which
is the main target for detection of the previous generation assays. In addition, the method minimizes the unspecific
reaction showed by the other methods and thus its utilization increases the specificity in detection.

TEST PRINCIPLE

This kit is a two-step incubation enzyme immunoassay, which uses polystyrene microwell strips pre-coated with
recombinant HCV antigens expressed in E. coli (recombinant Core and NS3/4/5). Patient’'s serum or plasma
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specimen is added together with biotin-conjugated HCV antigens. During the first incubation step, the specific HCV
antibodies, if present, will be captured inside the wells as a double antigen “sandwich” complex comprising of the
coated, and the biotin-conjugated HCV antigens. The microwells are then washed to remove unbound serum
proteins. During the second incubation step, the captured HCV antibodies are detected by adding of HRP-Conjugate.
The microwells are then washed to remove unbound conjugate, and Substrate Solutions are added to the wells. In
wells positive for HCV antibodies, the colorless substrates are hydrolyzed by the bound HRP conjugate to a blue
colored product. The blue color turns yellow after stopping the reaction with sulfuric acid. The amount of color intensity
can be measured and is proportional to the amount of antibodies captured in the wells, and to the sample respectively.
Wells containing samples negative for anti-HCV remain colorless.

REAGENT COMPOSITION

Component
Microwell plate

Description
12x 8 well strips with breakaway microwells sealed in an aluminum pouch with desiccant. Each
well contains HCV recombinant specific antigens. The microwell strips can be broken to be
used separately, place the unused wells or strips in the provided plastic sealable storage bag
together with the desiccant and return to 2-8°C. Ready to use as supplied.
Once opened, stable for 4 weeks (2-8°C)
Red-colored liquid filled in a vial with red screw cap. HCV antibodies diluted in protein-stabilized
buffer. preservatives: 0.1% ProClin™ 300.
Ready to use as supplied.
Once opened, stable for 4 weeks (2-8°C)

Positive Control

Negative
Control

Blue-colored liquid filled in a vial with green screw cap. protein-stabilized buffer tested non-
reactive for HCV antibodies. preservatives: 0.1% ProClin™ 300. Ready to use as supplied.
Once opened, stable for 4 weeks (2-8°C).

HRP Conjugate

Red-colored liquid filled in a white vial with red screw cap. Horseradish peroxidase-conjugated
avidin. preservatives: 0.1% ProClin™ 300. Ready to use as supplied.
Once opened, stable for 4 weeks (2-8°C).

Biotin Blue-colored liquid in a vial with blue screw cap. Biotinylated HCV antigens diluted in protein-
Conjugate stabilized buffer. preservatives: 0.1% ProClin™ 300. Ready to use as supplied.

Once opened, stable for 4 weeks (2-8°C).
Substrate Colorless liquid filled in a white vial with green screw cap. Urea peroxide solution. Ready to use
Solution A as supplied.

Once opened, stable for 4 weeks at 2-8°C.
Substrate Colorless liquid filled in a black vial with black screw cap. TMB (Tetramethyl benzidine), N,N-
Solution B dimethylformamide. Ready to use as supplied.

Once opened, stable for 4 weeks at 2-8°C.

Colorless liquid in a white vial with yellow screw cap. Diluted sulfuric acid solution (0.5 M
H2S0.). Ready to use as supplied.

Once opened, stable for 4 weeks at 2-8°C.

Colorless liquid filled in a clear bottle with white screw cap. Buffer solution containing surfactant.
Contains Tween 20 as a detergent. Concentrate (20x).

The concentrate must be diluted 1 to 20 with distilled/ deionized water before use. Once diluted,
stable for 1 week at room temperature, or for 2 weeks when stored at 2-8°C.

MATERIAL REQUIRED BUT NOT PROVIDED

Freshly distilled or deionized water

Disposable gloves and timer

Appropriate waste containers for potentially contaminated materials

Dispensing system and/or pipette

Disposable pipette tips

Absorbent tissue or clean towel

Dry incubator or water bath, 37 + 1°C

Microwell plate reader, single wavelength 450nm or dual wavelength 450nm/600-650nm
Microwell aspiration/wash system

REAGENT PREPARATION

Allow the reagents and samples to reach room temperature (18-30°C) for at least 15-30 minutes. Check the Wash
buffer concentrate for the presence of salt crystals. If crystals have formed in the solution, resolubilize by warming at
37°C until crystals dissolve. Dilute the stock wash Buffer 1:20 with distilled or deionized water. Use only clean vessels
to dilute the Wash buffer. All other reagents are ready to use as supplied.

Stop Solution

Wash Buffer
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STORAGE AND STABILITY

The components of the kit will remain stable through the expiration date indicated on the label and package when
stored between 2-8°C, do not freeze. To assure maximum performance of the Dialab HCV Ab Sensitive ELISA,
protect the reagents from contamination with microorganisms or chemicals during storage.

WARNINGS AND PRECAUTIONS

ProClin™ 300:
Warning:
H317: May cause an allergic skin reaction.
H412: Harmful to aquatic life with long lasting effects
P273: Avoid release to the environment
P280: Wear protective gloves/protective clothing/eye protection/face protection.
P333+313: If skin irritation or rash occurs: Get medical advice/attention.
P363: Wash contaminated clothing before reuse.

N,N dimethylformamide:
Danger:
H360D: May damage the unborn child.
P201: Obtain special instruction before use.
P280: Wear protective gloves/protective clothing/eye protection/face protection.
P308+P313: If exposed or concerned: Get medical advice/attention.

TO BE USED ONLY BY QUALIFIED PROFESSIONALS

ELISA assays are a time and temperature sensitive method. To avoid incorrect results, strictly follow the test

procedure steps and do not modify them.

e Do not exchange reagents from different lots, or use reagents from other commercially available kits. The

components of the kit are precisely matched as to achieve optimal performance of the test.

Make sure that all reagents are within the validity indicated on the kit box and are of the same lot. Never use

reagents beyond the expiry date stated on labels or boxes.

e CAUTION - CRITICAL STEP: Allow the reagents and samples to reach room temperature (18-30°C) before use.
Shake reagent gently before. Return to 2-8°C immediately after use.

e Use only sufficient volume of sample as indicated in the procedure steps. Failure to do so may cause in low
sensitivity of the assay.

¢ Do not touch the bottom exterior of the wells; fingerprints or scratches may interfere with microwell reading. When
reading the results, ensure that the plate bottom is dry and there are no air bubbles inside the wells.

¢ Never allow the microplate wells to dry after the washing step. Immediately proceed to the next step. Avoid the
formation of air bubbles when adding the reagents.

¢ Avoid long time interruptions of assay steps. Assure same working conditions for all wells.

Calibrate the pipette frequently to assure the accuracy of samples/reagents dispensing. Use different disposal

pipette tips for each specimen and reagents in order to avoid cross-contaminations.

Assure that the incubation temperature is 37°C inside the incubator.

When adding samples, avoid touching the well’s bottom with the pipette tip.

When measuring with a plate reader, determine the absorbance at 450 nm or at 450/600-650 nm.

The enzymatic activity of the HRP-conjugate might be affected from dust and reactive chemical and substances

like sodium hypochlorite, acid, alkalis etc. Do not perform the assay in the presence of these substances.

o If using fully automated equipment, during incubation, do not cover the plates with the plate cover. The tapping
out of the remainders inside the plate after washing, can also be omitted.

e All specimens from human origin should be considered as potentially infectious. Strict adherence to GLP (good
laboratory practice) regulations can ensure the personal safety.

e WARNING: Materials from human origin may have been used in the preparation of the Negative Control of the
kit. These materials have been tested with tests kits with accepted performance and found negative for antibodies
to HIV 1&2, HCV, TP and HBsAg. However, there is no analytical method that can assure that infectious agents
in the specimens or reagents are completely absent. Therefore, handle reagents and specimens with extreme
caution as if capable of transmitting infectious diseases. Bovine derived sera have been used for stabilizing the
positive and negative controls. Bovine serum albumin (BSA) and fetal calf sera (FCS) are derived from animals
from BSE/TSE free geographical areas.

e Never eat, drink, smoke, or apply cosmetics in the assay laboratory. Never pipette solutions by mouth.

e Chemical should be handled and disposed of only in accordance with the current GLP (Good Laboratory
Practices) and the local or national regulations.

e The pipette tips, vials, strips and specimen containers should be collected and autoclaved for not less than 2
hours at 121°C or treated with 10% sodium hypochlorite for 30 minutes to decontaminate before any further steps

F 011_V04 Page 3 of 7 Rev 09, 2022-05-02


mailto:office@dialab.at

n DIALAB Produktion und Vertrieb von chemisch-technischen Produkten und Laborinstrumenten Gesellschaft m.b.H.
D-V\! m u I1Z NOE-Sued, Hondastrasse, Objekt M55, 2351 Wr. Neudorf, Austria
Phone: +43 (0) 2236 660910-0, Fax: +43 (0) 2236 660910-30, e-mail: office@dialab.at

for disposal. Solutions containing sodium hypochlorite should NEVER be autoclaved. Materials Safety Data Sheet
(MSDS) available upon request.

e Some reagents may cause toxicity, irritation, burns or have carcinogenic effect as raw materials. Contact with the
skin and the mucosa should be avoided but not limited to the following reagents: Stop solution, the Substrate
Solutions, and the Wash buffer.

e The Stop solution (0.5 M H2SQ4) is an acid. Use it with appropriate care. Wipe up spills immediately or wash with
water if after contact with the skin or eyes.

e ProClin™ 300 0.1% used as a preservative can cause sensation of the skin. Wipe up spills immediately and wash
with water after contact with the skin or eyes.

Indications of Instability or Deterioration of the Reagent:

Values of the Positive or Negative controls, which are out of the indicated quality control range, are indicators of
possible deterioration of the reagents and/or operator or equipment errors. In such case, the results should be
considered as invalid and the samples must be retested. In case of constant erroneous results and proven
deterioration or instability of the reagents, immediately substitute the reagents with new one or contact Dialab for
further assistance.

SPECIMEN COLLECTION AND STORAGE

e Sample Collection: No special patient’'s preparation required. Collect the specimen in accordance with normal
laboratory practice. Either fresh serum or plasma specimens can be used with this assay. Blood collected by
venipuncture should be allowed to clot naturally and completely — the serum/plasma must be separated from the
clot as early as possible to avoid hemolysis of the red blood cells. Care should be taken to ensure that the serum
specimens are clear and not contaminated by microorganisms. Any visible particulate matters in the specimen
should be removed by centrifugation at 3000 rpm (rounds per minute) for 20 minutes at room temperature or by
filtration.

e Plasma specimens collected into EDTA, sodium citrate or heparin may be tested, but highly lipaemic, icteric or
hemolytic specimens should not be used as they can give false results in the assay. Do not heat inactivate
specimens. This can cause deterioration of the target analyte. Samples with visible microbial contamination
should never be used.

e HCV Ab Sensitive ELISA is intended ONLY for testing of individual serum or plasma samples. Do not use the
assay for testing of cadaver samples, saliva, urine, or other body fluids, or pooled (mixed) blood.

e Transportation and Storage: Store samples at 2-8°C. Samples not required for assaying within 3 days should
be stored frozen (-20°C or lower). Multiple freeze-thaw cycles should be avoided. For shipment, samples should
be packaged and labeled in accordance with the existing local and international regulations for transport of clinical
samples and ethological agents.

TEST PROCEDURE

1. Preparation: Mark three wells as Negative control (e.g. B1, C1, D1), two wells as Positive control (e.g. E1, F1)
and one Blank (e.g. A1, neither samples nor HRP-Conjugate or Biotin-Conjugate should be added into the Blank
well). If the results will be determined by using dual wavelength plate reader, the requirement for use of Blank
well could be omitted. Use only number of strips required for the test.

2. Adding Biotin-Conjugate: Add 50 pL of Biotin-Conjugate reagent into each well except the Blank.

3. Adding Sample: Add 50 pL of Positive control, Negative control, and Specimen into their respective wells, mix
gently. Note: Use a separate disposal pipette tip for each specimen, Negative and Positive Control as to
avoid cross-contamination. Mix by tapping the plate gently.

4. Incubating: Cover the plate with the plate cover and incubate for 60 minutes at 37°C.

5. Washing: At the end of incubation, remove and discard the plate cover. Wash each well 5 times with diluted
Wash buffer. Each time, allow the microwells to soak for 30-60 seconds. After the final washing cycle, turn the
strips plate onto blotting paper or clean towel, and tap it to remove any remainders.

6. Adding HRP-Conjugate: Add 100 uL HRP-Conjugate to each well except the Blank and mix by tapping the plate
gently.

7. HRP-Conjugate Incubating: Cover the plate with the plate cover and incubate for 30 minutes at 37°C.

8. Washing: At the end of the incubation, remove and discard the plate cover. Wash each well 5 times with diluted
Wash buffer as in Step 5.

9. Coloring: Add 50 pL of Substrate solution A and 50 pL of Substrate solution B into each well including the
Blank and mix by tapping the plate gently. Incubate the plate at 37°C for 30 minutes avoiding light. The
enzymatic reaction between the Substrate solutions and the HRP-Conjugate produces a blue color in Positive
control and HCV antibody positive sample wells.

10.Stopping Reaction: Using a multichannel pipette or manually add 50 pyL Stop Solution into each well and mix by
tapping the plate gently. Intensive yellow color develops in Positive control and HCV antibody positive sample
wells.
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11.Measuring the Absorbance: Calibrate the plate reader with the Blank well and read the absorbance at 450 nm.
If a dual filter instrument is used, set the reference wavelength at 600-650 nm. Calculate the Cut-off value and
evaluate the results (Note: read the absorbance within 10 minutes after stopping the reaction).

Instructions for Washing:

e A good washing procedure is essential in order to obtain correct and precise analytical data.

e It is therefore, recommended to use a good quality ELISA microplate washer, maintained at the best level of
washing performances. In general, no less than 5 automatic washing cycles of 350-400 pl/well are sufficient to
avoid false positive reactions and high background.

e To avoid cross-contaminations of the plate with specimen or HRP-conjugate, after incubation do not discard the
content of the wells but allow the plate washer to aspirate it automatically.

e Assure that the microplate washer liquid dispensing channels are not blocked or contaminated and sufficient
volume of Wash buffer is dispensed each time into the wells.

¢ In case of manual washing, we suggest to carry out 5 washing cycles, dispensing 350-400ul/well and aspirating
the liquid for 5 times. If poor results (high background) are observed, increase the washing cycles or soaking time
per well.

e In any case, the liquid aspirated out the strips should be treated with a sodium hypochlorite solution (final
concentration of 2.5%) for 24 hours, before liquids are disposed in an appropriate way.

e The concentrated Wash buffer should be diluted 1:20 before use. If less than a whole plate is used, prepare the
proportional volume of solution.

INTERPRETATION OF RESULTS

Negative Results (A/C.O. < 1): samples giving absorbance less than the Cut-off value are negative for this assay,
which indicates that no antibodies to hepatitis C virus have been detected with this HCV Ab Sensitive ELISA.
Therefore, the patient is probably not infected with HCV and the blood unit does not contain HCV antibodies and
could be transfused in case that other infectious diseases markers are also absent.

Positive Results (A/C.O. 2 1): samples giving an absorbance greater than or equal to the Cut-off value are
considered initially reactive, which indicates that hepatitis C virus antibodies have probably been detected using this
HCV Ab Sensitive ELISA kit. All initially reactive samples should be retested in duplicates using HCV Ab Sensitive
ELISA before the final assay results in interpretation. Repeatedly reactive samples can be considered positive for
hepatitis C antibodies tested with HCV Ab Sensitive ELISA.

Borderline (A/C.O. = 0.9 — 1.1): samples with absorbance to Cut-off ratio between 0.9 and 1.1 are considered
borderline and retesting of these samples in duplicates is recommended to confirm initial results.

Follow-up and supplementary testing for any positive samples with other analytical system (e.g. RIBA, PCR) is
required. Clinical diagnosis should not be established based on a single test result. It should integrate clinical and
other laboratory data and findings.

INITIAL RESULTS INTERPRETATION AND FOLLOW-UP
ALL INITIALY REACTIVE OR BORDERLINE SAMPLES

Repeat in duplicate O + O + O * O - O i O )
— ! }

Interpretation O + A/C.0.20.9 A/C.0.<0.9

Follow-up |Interpretation | IND O

[ |

o If, after retesting of the initially reactive samples, both wells are negative results (A/C.0.<0.9), these samples
should be considered as non-repeatable positive (or false positive) and recorded as negative. As with many very
sensitive ELISA assays, false positive results can occur due to the several reasons, most of which are connected
with, but not limited to, inadequate washing step.

IND = non interpretable
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o If after retesting in duplicates, one or both wells are positive results, the final result from this ELISA test should be
recorded as repeatedly reactive. Repeatedly reactive specimens could be considered positive for hepatitis C virus
antibodies and therefore the patient is probably infected with HCV and the blood unit must be discarded.

o After retesting in duplicates, samples with values close to the Cut-off value should be interpreted with caution and
considered as "borderline" zone sample, or uninterpretable for the time of testing.

QUALITY CONTROL AND CALIBRATION

Each microplate must be considered separately when calculating and interpreting results of the assay, regardless of
the number of plates concurrently processed. The results are calculated by relating each sample optical density (OD)
value to the Cut-off value (C.0.) of the plate. If the Cut-off reading is based on single filter plate reader, the results
must be calculated by subtracting the OD value from the Blank well when reporting values of samples and controls.
In case the reading is based on dual filter plate reader, do not subtract the OD from the Blank well for reporting values
of samples and controls.

Calculation of Cut-off value (C.0.) = Nc* + 0.12
*Nc = the mean absorbance value for three negative controls.

Quality control (assay validation): The test results are valid if the Quality Control criteria are fulfilled. It is
recommended that each laboratory must establish appropriate quality control system with quality control material
similar to or identical with the patient sample being analyzed.

e The A value of the Blank well, which contains only Substrate Solutions and Stop Solution, is less than 0.080 at
450 nm.

e The A value of the Positive Control must be equal to or greater than 0.800 at 450/600-650 nm or at 450 nm after
blanking.

e The A value of the Negative Control must be equal or less than 0.100 at 450/600-650 nm or at 450 nm after
blanking.

If one of the A values of the Negative Control does not meet the Quality Control criteria, it should be discarded and
the mean value calculated again using the remaining two values. If the OD of more than one Negative Control does
not meet the Quality Control Range specifications, the test is invalid and must be repeated.

Example:
1. Quality Control
Blank well A value: A1 = 0.025 at 450 nm (Note: blanking is required only when reading with single filter at 450 nm)

Well No.: B1 C1 D1
Negative control A values after blanking: 0.020 0.012 0.016
Well No.: El F1

Positive control A values after blanking: 2421 2.369

All control values are within the stated quality control range
2. Calculation of Nc: = (0.020+0.012+0.016)/3 = 0.016
3. Calculation of the Cut-off: (C.0.) =0.016 + 0.12 = 0.136

PERFORMANCE CHARACTERISTICS

Evaluation studies carried out in external quality control institutes as well as six blood banks and hospitals,
demonstrated the performance characteristics of HCV Ab Sensitive ELISA.

Diagnostic specificity:
When evaluated on European blood donors (n=5083), the overall diagnostic specificity of the kit was 99.96%. On
blood donors outside Europe (n=15997), the overall diagnostic specificity of the kit was 99.97%.

Analytical specificity:

A total of 210 blood samples from hospitalized patients were evaluated. All samples selected were found negative
on the reference test. Among these patients, six samples were initially reactive. One of them remained positive after
repeat testing in duplicate. None of them showed anti-HCV antibodies with the confirmation test on immunoblot. 100
samples with potentially cross reacting substances were evaluated. None of them were reactive with the HCV Ab
Sensitive ELISA.

No interference was observed with samples from patients with high-level of rheumatoid factor and pregnant women.
Same day and frozen specimens have been tested to check for interferences due to collection and storage.
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Sensitivity:

In total, 397 anti-HCV positive serum or plasma samples were tested, encompassing 200 genotype samples,
representing the major HCV genotypes 1-6. With respect to diagnostic sensitivity on clinical specimens and HCV
genotypes 1-6, HCV Ab Sensitive ELISA detected all positive samples as positive.

HCV Ab Sensitive ELISA was also evaluated for sensitivity on 33 HCV commercially available seroconversion panels.
The seroconversion sensitivity of the assay was comparable to other CE-marked HCV antibody screening assays.

TRACEABILITY
33 seroconversion panels were used as reference material for the Dialab HCV Ab Sensitive ELISA.

EXPECTED VALUES

Dialab HCV Ab ELISA is a qualitative assay and cannot be used to measure the antibody concentration, therefore
the concept of expected values is not applicable. Example values for absorbance can be found in the chapter
QUALITY CONTROL AND CALIBRATION:

LIMITATIONS

e Positive results must be confirmed with another available method and interpreted in conjunction with the patient
clinical information.

e Antibodies may be undetectable during the early stage of the disease. Therefore, negative results obtained with
HCV Ab Sensitive ELISA are only indication that the sample does not contain detectable level of hepatitis C virus
antibodies and any negative result should not be considered as conclusive evidence that the individual is not
infected with HCV or the blood unit is not infected with HCV.

o |If, after retesting of the initially reactive samples, the assay results are negative, these samples should be
considered as non-repeatable (false positive) and interpreted as negative. As with many very sensitive ELISA
assays, false positive results can occur due to the several reasons, most of which are related but not limited to
inadequate washing step.

e The most common sources for mistakes are: using kits beyond the expiry date, bad washing procedures,
contaminated reagents, incorrect assay procedure steps, insufficient aspiration during washing, failure to add
samples or reagents, improper operation with the laboratory equipment, timing errors, the use of highly hemolyzed
specimens or specimens containing fibrin, incompletely clotted serum specimens.

e The prevalence of the marker will affect the assay’s predictive values.

e The assay cannot be utilized to test pooled (mixed) plasma. HCV Ab Sensitive ELISA has been evaluated only
with individual serum or plasma samples.

e HCV Ab Sensitive ELISA is a qualitative assay and the results cannot be used to measure antibody concentration.

WASTE MANAGEMENT
Reagents must be disposed of in accordance with local regulations.
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