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Dear Sir or Madam: 

Enclosed please find comments of the American Clinical Laboratory Association on the 
draft guidance regarding Multiplex Tests for Heritable DNA Markers, Mutations, and Expression 
Patterns. 

If you have any questions or comments, please feel free to contact me. 
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‘Erin Lewis Darling 
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The American Clinical Laboratory Associa~idr;‘ ‘~~~~~~j-.‘~~-pie~~~~ to submit these &, 

comments on the draft guidance for industry (“Diaft (;uidtic?)“‘is&d b$ fhe7’Ce&er fir j/. ” ~/.,k”_*. .,I/ Devices and Radiologid~l ‘Hed’& .on A-.l 2;1,2005 “reg~~~~~~~~~~ilj;~~~‘~~~~~. fbivhi.tabie ‘DNA 

markers, mutations and expresgion patterns.* ACLA is an association representing independent “̂ . 
clinical laboratories throu$i&it ‘the United estates i&luding ‘~~‘i&$‘- regional- dd national 
laboratories. In the United States alone, clinical lslb$%ories pe;-fi&‘miili&is bf t&$6 &&‘year 
for physicians and other health care professitintils. AecA tieiriij&s ‘&&regtil’ariy‘eri&gkd in the 
development and performance of new types of testing to helb tion:tor v&i& medical 
conditions. Laboratories routinely perform laboratdry-developed ‘tests (c‘~D%~‘) *fGr ‘heritable 
DNA markers, mutations, and expression patterns using devices that incorporate multiplex 
technology. Many of these LDTs are developed u$ng ~‘An&jrt6~‘$%3i~~ Reagents” (“ASRs”) developed by third .parties* Ai a result, ACLA-‘miGy& .~‘..;la;~;‘A;~%fi&~l~” gEkdted ‘)+ ‘ihis 
Dra* Guidmce if it is iliteTret&d.t; fiarro$ {he -6-p; ~f’~~eT~~~‘~~gulations & it .significmtly 

disrupts the flow of devices that i$cbrpoiate &tiltiple$&%$lo&~ ’ ” i 

ACLA is concerned that there may be confusion gbbut hoti the D~$fi Gu‘id@@ &pacts ASRs using multiplex techology~ On its face, th;, -Diaff (yi~--g” .-&J-;‘-&~ tee Xdata 

requirements for PMA and 5 1 O(k) submissions ‘1 fofoi c$vic& . g&t ” ‘i<&o~$&a~& ’ multiplex 
technology. The Draft Guidance does not purport to define thk l%&lar$ between cliiical assays 
which incorporate multiple ASRs (which are exempt from premarket approval in gccordance 
with the ASR Rule2), and devices that incorporate multiplex tec$i-&&y and %e ~c&&it& “t&t 
systems” and therefore require FDA approval. Becau’se~~~‘~~~ft’~~~~~ance ~doks’ no‘t $lress the _, question of this boundary, ACLA is concemed tha;r many AS&*.&“ ‘iii: gJxj~gyg;y’*-m‘i&i 

arguably be construed to come wi!hin tlie scope ‘of this bri? G&&n&e. Thus; we -2; wri$ing- to 
request that the Draft Guidance be~tiltified’ id state thbt -it ‘is’not hit&&d to revise tge‘%ff”iE . 
and does not mandate FDA approval of rnultiplexk~~~-reag~~~s~ &&-e- ka& of &e’&ulti&e&l’ 
reagents otherwise meets the definition of g Cl&S I ASK.“” ’ ” _” i .’ ” i _ “” “*” ‘.“‘I- ,’ 

Multiplex technology, as incorporated by laboratories into lkboratory-developed tests, iS 
simply one component of many laboratory-developed assays. The multiplex technology to 
which the Draft Guidance is directed may be “einbedded” ‘i6” 61tiy ‘.diff&ie2 ~~&zhnolO$j~ 
platforms, including such diverse platforms as &q&i&g &&m&ts ~&hi& -” may be 
programmed to detect various genetic sequences); &ml&&u~ 7?~I%%60&~ lic$d-tihase; 
bead-based probes; and micro-arrai chips. 

“, (I . _ j ,) ,_. 1 

’ See 68 Fed. Reg. 19549 (April”21,2003). 
2 s 62 Fid. Ke&‘52ii43 (F&k. 2‘1, .r997j. 
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Multiplexed assays have two primary advantages over equivalent’ panels of*sepa&$ 
performed assays: 

a Small samnle volume. Because the several tests are performed on one 
patient sample (blood; cerebral spinal fluid; etc. j, a much smaller volume of 
this sample needs to be drawn. This-is especially ‘~mpoi&nt for’pkdia& and 
geriatric patients. 

0 Enhanced oualitv assurance. The clinical sc$mst~‘is~ in a,better’position to 
evaluate the pattern of kdts fi$m a multiplex test. Unusual reactions are 
often immediately evident i and per&n real-time mvestiga&n aii&/or 
confirmation testing. This enhanced quality ~aktrance reduces risks to 
patient care. 

In all other respects, notwithstanding the additional costs that may be incurred to run 
multiplex testing, including the cost of multiple ‘reagents,’ the kik$&.%i testing*’ platf&m(s~, 
supplies, and so forth, a multiplexed assay is technically the same & running the component tests 
sequentially or in parallel. 

Some examples of multiplexed tests that have been used in~clinical laboratory practice for 
many years include the following: 

l Streptococccus mzeumoniae suscentibility. The effectiveness of chil.dhood ., .,^__, .; ,._ 
vaccination against the various types of &iptococcus pneunomiae is 
evaluated by detection ‘of antibodies to the’various types in the serum of the 
vaccinated child. Using a Luminex bead-based assay, the ‘12 n%%con%$ 
such types can be detected in a multiplex reaction on just .Ol iiil”of kmple. 
As noted above, this character+ of ‘a ~mu&%kd assay is particularly 
important for these pediatric patients: .’ 

a Autoimmune disease panel. Another common application of multiplexed 
technology is in the diagnosis of autoimmune%%se. “‘Six or more‘of-me specific autoantibodies tliat are associi~~~~.w~~~~~~~~~~~~,.d~i~se can & 

screened for in one bead-based ‘aSsay. 
‘This r.d~ies‘“~g ;&;r&.ivoi.e * ^, 

requirement fdr the mostly g~~atric and -femaie pbp~~~~~~, ~~~~4iiele;ds”‘tli;s‘ 

testing. 

0 Anti-HIV drug level moni‘torinq. .;.*Proper dosing of HIV^positi?e ‘patients is / /^_ . * * 
critical to the effectiveness of therapy, and depends among .other i‘ facto6 on 
the patient’s metabolism of the drugs. ‘Ser$n -drug ‘l%els of protease 
inhibitors or reverse transcript& “inhibitor;* are cbmoni~ ’ measured 
simultaneously using liquid ~chiomato~~phy ‘coupled with’ ~t,&&m mass 
spectrometry. 



i’ 

0 Diagnosis of leukemi$/lvmp 
ho&a usin &&* c 

g 
- Le&e‘n;i‘i ----&. 

lymphoma are commonly diagnosed using multiplexed flow cytometry. In 
this assay, various species ‘of cells in the 

. . / ._ .a “_ ” ‘r 
patient ~~~~~~‘~~~-iir;~~i~a~~d by 

attaching marker molecules to unique cell surface proteins~tidthen rum iitig 
them  past a laser detection system. 

If the FDA is proposing, through the Draft’ Ciuidance, to change me’ ASR regulations to 
exclude this type of multiplex technology from  Class I ‘under the A$R regulations, ACLA 
believes that such action must be undertaken ,through’thc formal ‘rul&&&ing process. ; 

ACLA recommends that the DraKGuida&e be clarified to’&@iicn’ly state thd’it does not - b A,“. ., /. ., ..“.:~~~...“.z.” X.....d x.. j mandate FD‘A apprd,.“iil‘ of muiiiprkxed reageiits use~~n”r~~oratory-~~~~i~~~~.~~~~~ ~y&“~-~‘e~~..~ 
*e multiplexed reagents othen;vise meets tKe defi&io*n of.‘an*x”gRzw ;~e~~~~~~~~~i~~~~~.~~~ I. . -. 

opportunity to submit these comments. If we can be of ‘any .~h~~~~sistance,‘please’~~el’ffee to 
contact us. 4.. ., 
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