High-throughput C. auris (RUO) Assay on the cobas® 5800/6800/8800 System
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Candida auris is an emerging multidrug resistant pathogen that can cause a wide range
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in 2022, respectively (1). Rapid identification of patients colonized or infected with C. To compare the UC assay performance to established manual LDT assays, we performed CFURSN | AvgCT | hitrale | GFURXN | AvgGT | nitrate CFURKN | AvgCT | hitrate (+0)
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performance of a C. auris RUO assay on the cobas® omni Utility Channel (UC) using The cobas® UC assay performed better when compared to the commonly utilized CDC 23 0.21 B s%(E) | 023 30 25% (218 23 5 283 100% 200 ————— VEon | RN ek
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clinical surveillance samples. This assay will help provide a high throughput C. auris Candida lusitaniac ATCC | 34449
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survelllance research as the number of C. auris cases within the United States and Four different Swab collection devices (BD ESwab™, Copan Collection | Type of Transport | Catalog CFU added to each collection kit Condida parasiosi roe | soore

around the world continue to rise.This test is for research use only, and not for use in MSW8b® cobas® PCR Media Uni Swab. and BD BBLw Swab Collection Kits System Media (volume) number 2x105 CFU 2x10* CFU 2x103 CFU 2x102 CFU 2x10" CFU Candida sake ATCC 28136
diagnostic procedures. ’ ’ Liquid Amies === Candida sake ATCC 22021
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Volume Swab kits
Candida auris CDC AR-0383 24

our cobas® x800 UC C. auris assay (Table 6) Given Copan Mswab® FLOQ Swab M?sz Mczc;ia 7007248190 —— 1.6mL| Copan MSwab®| 15(0.1) | 13(0.2) | 18(0.1) | 12(0.1) | 22(0.1) | 12(0.1) | 26 (0.3) | 11(0.0) | 29 (0.4) | 11 (0.1) R —— C. auris detected
. . . . . . ~1.6 m =
Methods collection media was spiked with 5 different concentrations of | 4.3mL| Cobas® UniSwab| 16 (0.3) | 13(0.1) | 19(0.1) | 12(03) | 23(0.2) | 12(0.1) | 26 (0.4) | 11(0.1) | 31(12) | 11 (0.1) Table 10. List of exclusivity Candida spp. at 2107 CFU/mL spiked into cobas® PCR Media diluent

cobas® PCR Media Uni Cobas® PCR Media | ——————a and tested using the full cobas® omni Utility Channel workflow on a cobas® 6800 System
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BD BBL™ Culture Samples Fungal cells

volume of each device. The cobas® UC C. auris assay |eoBeL™ cultureSwab Liquid Stuart, “N/A 220109 . 4.3mL Swab| 16(0-3) | 12(0.2) | 19(0.1) | 12(0.3) | 23(0.2) | 12(0.1) | 26(0.6) | 11(0.1) | 30(0.5) | 11(0.1)

double swab

pe rfo 'm ed Wel | an d 1 O C F U/m L was d ete Cted fo I a I I *N/A: Not applicable due to transport vessel containing a wet sponge. BD BBL CultureSwab was used in a cobas®

Collection Kit due to incompatibility with direct loading onto the cobas® 6800. Table 7. Four different swabs (BD ESwab™, Copan MSwab®, Cobas® Uni Swab and BD BBL™ Swab) collection kits spiked Background cobas® PCR Media
' I with clade lll C. auris (CDC AR-0383) (high, medium and low CFU loads
collection devices (Table 7). Table 6. Four different Swab Kits analyzed (E Swab, M Swab, Cobas® Uni Swab and BBL ( ) (hig ) Platform cobas® 6800
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The cobas® 6800 System with the cobas® omni Utility Channel tool v3.0, was used
for the study. To prepare the reagent cassette, 600 pL of the IDT primer/probe-mix was
added to 10 mL of Roche Master mix (MMx-2). Afterwards, 10 mL of the primer/probe
and MMx-2 .mix we“re. transferred ,:co t?e cobas(_R) omni ”Utility Chgnnel Reagent Note- assay LOD and thresholds may need to be Cuteswan
Cassette. Using the Slmple Sample” or S_gmple with S_wab setting, el_ther 200 pl or modified/updated as laboratories validate the assay with a

400 pL sample processing volume was utilized respectively (from a minimum loaded ven collection device . ]
sample volume of 350 or 550 uL, respectively). J ' Discussion

Assay interpretations: The cobas® optimization tool analysis package was utilized o
for results interpretation in combination with 38/2.5, and 50/2 Ct/RFI cutoffs for the Remnant Clinical Sample Performance Candida auris is an emerging pathogen and has been associated with nosocomial

- i outbreaks across the world. It has the ability to spread rapidly and is known to be
5.85-ITS2 rRNA and Internal control channels, respectively. A total of 200 remnant composite nasal/axilla/groin samples collected with Eswab collection devices at the HRI/Wadsworth public health lab in 2022 were multidrug resistant (5). Here, we have show¥1 thatpour UCpC. );uris assay is a fully

Channel Excitation-Emission (nm) Target region Purpose ::/s::':]e(']jOVEI)It::'OOZlJerncgabr?];i:SS?grgdCa?-ggré%aasrs](ajypahnadsecﬁTnvr\)/lat:‘.]e(’:llOtg Ff?ee;rhi/DCl\)/:lae)((:tce:d aSLg:iFI)]EST S{(?rseudltsat IhOI(S: S‘fgjrdg-\évzaséjFa))e/;fogr;]?ndp;gstv\\/lvcefeh?)iiz|yP1I?eaSStgdl autor.natedl RUO assSay Capable of deteqtlng all C?Iades of C. auris while not cross
435-470 - - _ _ _ _ el ' _ _ reacting with other closely related Candida species. The low LoD and lack of an

495-521 - N without the reference information from HRI (200uL sample processing volume was used due to limited sample volume). See Figure 1 for the C. auris off-machine pre-analytic lysis step before sample loading can enable labs to test
S 0gas POSTISERNA -8l Delection surveillance workflow 1 and 2 with the BD Max PCR (3) with Culture/MALDI-TOF followed by the HRI/Wadsworth lab, respectively. Our UC C. auris more samples with less hands on time (total of 3 hours) during surveillance
5 680-700 GIC Internal Control assay performance compared to the BD Max LDT is shown on Table 8. The workflow 2 HRI/Wadsworth was used to to resolve the discrepant sample studies. This is especially important because C. auris is associated with clinical
Table 1. cobas® x800 UC C. auris Assay Setup with Targets and Channel Assignments anaIyS|S (Table 9) outbreaks and often is resistant to multlple classes of antifungal drugs.
No_of Gyaies : - = _ ’ | phase | | B2 copace Performance on clinical samples as compared to standard of care processes
No. of Steps 3 2 2 Predefined L :- e on LD¥ enilis St o © supports the usability of this assay for C. auris RUO. Both cobas® x800 UC C.
Temperature Predefined ﬁgoi e0s Ba0s 955"80;;3500:0 91;2;2558:C S . Sample#12 | I (frozen) | nogrowth ik auris assay and the BD Max PCR were more sensitive than the
Nares Ailagroin o Positive Samples Sample#18 | I(frozen) | nogrowh T [Lato CHorBD Max. no gowth durng sample envichment Culture/MALDI-TOF workup. Further NGS analysis confirmed C. auris results for

Data Acquisition None End of Each Cycle End of Each Cycle
Table 2. cobas® 6800 PCR Conditions Sample # 35 | (frozen) no growth - Late Ct for BD Max, no growth during sample enrichment the pOSItlve d ISCFGpant SampleS detected |n OU r CObaS® UC assay

False Positive for BD Max due to Culture/MALDI-TOF results for other

C. albicans and E. coli C oncC I us i ons

Input =107 CFU/mL (400 uL processing volume)

UNG Incubation Pre-PCR Step 1st Measurement 2nd Measurement Cooling

Workflow 1

Sample #59 | (frozen) C. albicans / E.coli

Sample #62 | (frozen) no growth

: Sample #66 | (frozen) no growth - . .
Satt Duleitol broth +CAM.GEN @ —— ; The cobas® UC C. auris assay shows equivalent or better performance to
40°C until turbid selection testing : Sample #8 Il (fresh) no growth - ¢ 36.5 |Late Ctfor RMS, no growth observed during sample enrichment

for MALDI-TOF ID . established LDT’s and much higher throughput with the capability of processing

(minimum 2 colonles

tested) Sample #14 Il (fresh) no growth - ¢ 38.0 |[Late Ctfor RMS, no growth observed during sample enrichment

Inclusivity of the cobas® x800 UC C. auris assay
Currently five genetically distinct clades of C. auris have been identified in different Y ! stresconSabouraud Fsive o e NS G e s b ot between 144 and 1,056 samples per 8h shift on a cobas® 5800 or 8800 system,
extrose Agar for single - auris Sample #51 Il (fresh) C. auris 30.8 | Invalid |}vand resuitior ue fo the sample being ciotted.

geographical locations (4). In silico analysis predicts 100% coverage of the five C. auris Nognties ok shie soonies ] Pusitive (Insufficient volume to re-run) . . respectively. This assay will help provide a high throughput C. auris RUO option
clades, which was further confirmed by wet lab testing with two CFU concentrations. —— orper | T | ool |0 0 [l RrRR e o giowh oherver dung sampe enemer for labs equipped with a cobas® x800 family system to support surveillance
©oune? research as the number of cases within the United States and around the world

CLADE IV CLADE V Figure 1. Phase | and Il study workflow from HRI/Wadsworth surveillance system Table 9. Di t les f h | Il st t th the BD M : : : . . :
_ AR-0385) AR-1097) Table 9. Discrepant samples from phase | and [l study between the cobas® UL assay and the BD Max continue to rise. This cobas® x800 UC C. auris assay oligo pools will be posted to

Avg. Ct Ava. Ct Hit | Ava. Ct Ava. Ct Hit Ava. Ct Hit BD MAX Supplied IDT for purchase and to be coupled with the cobas® Ultility Channel IVD kit, cobas
vg. vg. i vg. vg. i vg. i

e Cl HitRate | cJO-E 0 TR VGRS HitRate | (Jo-EE R | TYG-RE R Results Acouracy  Sensitivty  Specificity A total of 10 discrepant results were observed when comparing UC negative control, C. auris Z485 titered control material from Zeptometrix

# Positive | # Negative the cobas® UC Assay vs BD Max PCR results. To further (#0804386), and commercially available collection devices (e.g. BD ESwab™,

200-900 | 24.5 +0.4 1(8)% 245 +0 1 1(2)?3; 24.6 +0.3 1(2)?3; 24.1 +0.1 1(2)% 272 +0.3 1(3)% Phase | #Positive 46 0 %4 88 100 evaluate the discrepant results, the two positive samples (#8 and Copan MSwab®, cobas® PCR Media Uni Swab, and BD BBL™ Swab).
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8.7 +0.6 1(2,% 28.6 402 1(2)% 281 40 1((;533; 1(?;?3; 1((33% assay o #Positive 45 2 amplicon. For the negative discrepant samples, a cultured References
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Background cobas™ PCR Media Assay compared to LDT BD Max PCR as the reference method.
Platform cobas® 6800

Table 3. The cobas® x800 C. auris RUO assay is inclusive of all 5 clades. Information in the poster is proprietary to Roche and is for personal use only. Do not forward or distribute.

Workflow 2

Sample #100 Il (fresh) no growth 36.9 - Late Ct for BD Max, no growth observed during sample enrichment

Tracking Candida auris. Updated info from December 7th, 2022. Available on: https://www.cdc.gov/fungal/candida-auris/tracking-c-auris.html
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