THE USE OF NEXT-GENERATION SEQUENCING TECHNOLOGIES FOR THE DETECTION OF MUTATIONS ASSOCIATED WITH DRUG RESISTANCE IN MYCOBACTERIUM TUBERCULOSIS COMPLEX

Appendix 3. Target Product Profile - Detection of resistance

associated mutations in Mycobacterium tuberculosis complex

utilizing Next Generation Sequencing

Definitions and clarifications

e Characteristic —refers to a specific requirement
or attribute that is measurable

e Minimal — for a specific characteristic refers
to the lowest acceptable output for that
characteristic. For clarification, solutions
must meet the ‘Minimal’ standard in order
to be acceptable (CAVEAT: a test may still
be acceptable if shortcomings pertain to the
soft targets or if hard targets are only missed
marginally)

Optimal — for a specific characteristic, provides
an output for that characteristic which is
considered a ‘stretch’ from a performance
characteristic. Meeting or exceeding the
‘Optimal’ characteristics provides the greatest
differentiation and the greatest impact for the
end users, clinicians and patients. Developers

would ideally design and develop their
solutions to meet ‘Optimal’ characteristic for
as many cases as possible.

Note: The optimal and minimal requirements/
characteristics/attributes define a range for the
performance output.

Abbreviations: DST - Drug susceptibility
testing, RIF — Rifampin, FQ — Fluoroquinolones,
MOX-Moxifloxacin, LVX-levofloxacin, PZA -
Pyrazinamide, INH — Isoniazid, AMK-amikacin,
EMB-ethambutol, BDQ-bedaquiline, DLD-
delamanid, LZD-linezolid, CLF- Clofazimine,
CYC - Cycloserine, ETH-ethionamide, XDR-
extensively drug resistant TB (INH, RIF, FQ,
AMK,), NGS - Next-Generation Sequencing,
WGS - Whole Genome Sequencing, Xpert
MTB/RIF-GeneXpert MTB & RIF Mtb -
Mycobacterium tuberculosis, NTM - non-
tuberculous mycobacteria.
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THE USE OF NEXT-GENERATION SEQUENCING TECHNOLOGIES FOR THE DETECTION OF MUTATIONS ASSOCIATED WITH DRUG RESISTANCE IN MYCOBACTERIUM TUBERCULOSIS COMPLEX

“sweysAs /sjueboal jo podsupy u Ajpioadse b___o_Em
e olwepue sI g 8leym saljunod Auow ul wejgoid o usyo /abpuoys
'8z '/2) st Alipiwny yBiy puo seinjoiedwsy [pjuswiuoiiAue ybiH syjuow 9 sk 7 11y| Juaboay
"uoloiebpyer ainbal jou aiojelay) [|im D0G+ O} 07—
sipy jowndQ “eonjduowwod 1o podsupil ul sAojep juenbaiy D0 + 010 | 1P "SIy 7/ JO Wwnwiuiw o 10}
(ge "sseooud uoyopodsuny eiius ayj Buunp pesjupionB | o "SIy 7/ JO wWnwiulw D 10} | ssals Jodsupl Jo eduDIe|o] jodsupuy
'8z '/2) 8q jouund uslyo pup Asod st iodsunyy pajoiebijey | ssaus podsupy Jo 8dupis|o| ‘pauinbar uipyd pjod oN| 11y Juaboay
suolpdy1Deds DUIWN||| UC PasDg 8ID SWAWIUIW juslinD
‘pehojdep eq of pajoadxe sI SON @leym sjolidsoy 1ouisip
PUD S8LOJDIOGD| 8dUBISfel Ul [OJUOD [DIUSWUOIIAUS SUWOS JO
uoyppadxe U paspg elem spjoysalyl [pwiuiw puo [pwydo Apiuny Aipruny b__o_E:;
(gs ‘DlWepUs I g| SI8yYMm sa1UNod Ul wajgold D Us|o 81D Buisuspuod-uou %6/ Buisuspuod-uou %06 | /ainipiaduwsy
v '/z) | Apiuny ybBiy puo sainjpiedwal [ojuswuoiiaue yBiy SjIYAA DoG T+ Ol | + Usemieg DoQf+ Of G+ usamiag Buypiedo
"Buopdn puo
@dupusjuibW ‘sjuswalinbal Ajjigoiedoisyul Jo Alixejdwod
peppp o} enp [pep! jou wioyiojd Buiouenbas ey Bujuun SIDMYOS
10J (1e|qo} *6°8) 10MPIDY 92DJBIU 183N 10 D4 sjpindeg pajpiBau| | pup soluoda|g
"palojsal sI AjIAIDBUUOD
usyMm yalpg o SO Jues
puo suondnuejul jiomisu
Bunnp penanb pup paiojs
A||p20] 8q pjnoys sinssy
"paipiauab aIo sjnsal sp
JOAISS SjoWwa) IO |00 D O}
(SMLIH ;@39£ pajiwsuply
q pJnoys pjop NOST
o] suoyjiwi /suoyoun|dxy [Py [pwydo | oususPLIDYD

108



Appendix 3. Target Product Profile - Detection of resistance associated mutations in Mycobacterium tuberculosis complex
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