SMA/SCID Control Panel: A novel panel of biologically-relevant, allele-based DBS mimic controls accurately monitoring
SMA/SCID assay performance and SMN1/SMN2 Copy Number Variation
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Introduction

Results

Spinal Muscular Atrophy (SMA) and Severe Combined Immunodeficiency (SCID) represent critical targets
on the Recommended Uniform Screening Panel, affecting 1/10,000 births and requiring urgent
intervention. SMA results from SMN1 gene absence causing motor neuron degeneration, while SCID
encompasses immunodeficiency disorders leading to fatal infections without treatment. Current
diagnostic approaches rely on SMN1/SMN2 copy number analysis for SMA and TREC/KREC quantification
from dried blood spots (DBS) for SCID. As testing methodologies evolve, a critical need for a robust source
of comprehensive control materials to ensure accurate assay performance across both conditions is
warranted. Our research addresses this gap by developing standardized controls, manufactured by a
renewable process, that enhance reliability of these life-saving screening programs.

Materials and Methods

A blood-mimic panel of synthetic DNA plasmids were created to include important SMA genetic markers
within all exons plus intronic borders of SMN1 and SMNZ2 genes, TREC and KREC sequences, and gene
segments of numerous reference genes. The plasmids were quantified by UV spectrophotometry and
suspended in a proprietary blood-like mimic and spotted on Whatman 903 Protein Saver cards to create

the INTROL® DBS SMA/SCID Control Panel G180.

The control panel consists of 4 cards with different SMA genotypes and SCID levels. INTROL® DBS
SMA/SCID Control A (WT) contains 2 copies of SMN1, 2 copies of SMNZ2, and a high-level copy number
(Normal-high) of TREC and KREC. INTROL°DBS SMA Control B (SMA Carrier) contains 1 copy of SMN1, 3
copies of SMN2, and no TREC or KREC DNA (SCID positive). INTROL® DBS SMA/SCID Control C (SMA Silent
Carrier) contains 3 copies of SMN1, 1 copy of SMNZ2, and a mid-level copy number (Normal) of TREC and
KREC. INTROL® DBS SMA/SCID Control D (SMA) contains O copies of SMN1 exon 7, 2 copies of SMN2, and

a low- level copy number of TREC and KREC.

DBS cards were punched, and DNA was extracted using QuantaBio DBS Extracta Kit. Extracted samples
were tested by gPCR, ddPCR and MLPA (Multiplex Ligation-Dependent Probe Amplification) to assess
performance. Ten DBS extraction methods were evaluated using multiplex SMA/SCID qPCR and ddPCR

SMN1/SMN2 Copy Number Determination Kits. To represent a “patient” sample, whole blood was tested
alongside the controls for comparison. Homogeneity was determined by testing variability across cards
and within each spot. A single punch was extracted from 3 spots across 3 cards, and 7 punches were
extracted within a spot across three spots on a single card. Each sample was tested using the SMA/SCID
multiplex gPCR and a single factor ANOVA (JMP Version 16.1) was used to assess variability from punch to
punch and across cards. At least three lots of the panel were tested using multiplex SMA/SCID gPCR, over

multiple days and operators to determine the product stability at -20°C and RT.
A schematic workflow for DBS card testing is shown in Figure 1.
A table representing the expected results for each card is shown in Table 1.
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Table 2. The INTROL DBS SMA/SCID Control Panel G180 tested using the SMIN1/SMN2 Copy Number Determination Kits
(Bio-Rad)!. INTROL DBS SMA/SCID controls tested with SMN1/SMN2 ddPCR resulted in 100% accurate genotype calls across
all the card types in manufactured lots. Testing for each lot was performed for at least N=10 punches, each punch was from
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Table 1. Expected Results for INTROL DBS SMA/SCID Control Panel G180.
Control SMN1, SMN2 Copies SMA Status SCID Status
INTROL® DBS SMA/SCID Control A 2>MN1 WT TREC and KREC
2 SMN2 High
1 SMN1 ID Positi
INTROL® DBS SMA/SCID Control B > SMA Carrier >CID Positive
3 SMN2 (Zero TREC and KREC)
3 SMN1 TREC and KREC
INTROL® DBS SMA/SCID Control C SMA Silent Carrier an
1 SMN2 Mid
0 SMN1EX7 TREC and KREC L
INTROL® DBS SMA/SCID Control D X SMA an oW
2 SMIN2 Low

Table 7. Evaluation of 10 DBS extraction methods and homogeneity of recovery. A) INTROL DBS SMA/SCID Control A extracted with
10 different DBS extraction methods resulted in varying recovery based on extraction efficiencies. All were reproducible with %CV <
10% tested by SMA/SCID Multiplex gPCR and eight were reproducible with %CV of <5% when tested by SMN1/SMN2 ddPCR. B)

a different card per lot. ddPCR Punch-to-punch variability and card-to-card variability tests demonstrates homogeneity of the synthetic control product. Eight
SVINT| SVINZ SMNL | SMNL | SMN2Z | SMN2 punches within a single DBS control show homogenous distribution with no significant variability based on SMA/SCID gPCR assay. C)
Card Type Copies| Copies SMA Status Lot Ave CNV| STDV | Ave CNV| STDV Evaluation across 3 cards, 1 punch from each 3 spots on tested cards demonstrated no significant changes in SMA/SCID gPCR results.
£28JUL22A 19 0.0889 19 0.0785 A) | SMN1-RPP30-TREC qPCR SMNL/SMNZ ddPCR
) ' ) ' i SMN1 RPP3D TREC SMINL SMN2
INTROL DBS B13JUN23A 1.9 0.0440 1.9 | 0.0754 Sample Brtraction i | | Ave. Ave.
SMA/SCID Control A | 2 2 WT M47NOV23A | 1.9 | 00566 | 1.9 | 0.0463 S —— (eGP STOV | %OV | cs/ml Avg Cp STOV| CV | cps/ml g Cp STOV| SOV | cpsf/mb| cuy STOV| %€V oy STOV %0V
agen QiaAmp micro column
(G180A) M400CT24A 1.9 0.0505 1.9 0.0596 INTROL DBS SMA/SCID Control A | (carrier) 12713 016 060 [ 2787 020 o072 T 033 03| 129 ™| 206 005 | 27 227 008 37
M410CT24A 2.0 0.0560 2.0 0.0453 INTROL DBS SMA/SCID Control A | Qjagen DNA purification and Elution | 2199 031 141 8888407 22.39 033 170 17084022419 037 153 106£-08) 191 001 07 186 003 15
INTROL DBS SMA/SCID Control A | Oiagen Elution (2185 013 062 5.53E+07 2213 003 036 |197E+08/24.00 007 029 1I7E+03) 180 000 03 186 001 08
INTROL DBS LOAAUG22A 1.0 0.0356 3.1 0.1032 INTROL DBS SMA/SCID Control A | One-step (DMA3) (2158 020 052 1395+08 2087 010 045 244E+08 23.85 0.4 053 |1456+08) 190 001 | 08 187 002 13
EO7JUN23A INTROL DBS SMA/SCID Contral A One-step (DNA3 one wash) 21,73 007 032 1.16E+028 22.10 008 035 2.I56+08 24.01 006 025 1306+08| 1L90 001 06 194 007 38
: 0.9 0.0291 2.9 0.0439 . . | | . . .
SMA/SCID Control B 1 3 SMA carrier INTROL DBS SMA/SCID Control A | TritonX-MzCi2 (Method 1) |27.84 137 454 5335407 26.34 067 254 |250E+D7|29.59 133 449 |5.82E4D6|wiicu | T
(G180B) M49DEC23A 0.9 0.0561 2.9 0.1209 INTROL DBS SMA/SCID Control A | TritonX-MzCI2 (Method 2) (2560 135 527 1323E+07 2479 053 355 491E+0727.31 135 454 20307 e | _——
M41APR25A 1.0 0.0254 3.1 0.0607 INTROL DBS SMA/SCID Control A | Quanta Extracta (2186 007 032 1095+08 2226 005 022 207E+08/2419 003 012 |1.186+08 184 003 17 196 002 11
) ) INTROL DBS SMA/SCID Control A | Perkin and Elmer 12288 0227 085 7.326+07 2313 015 082 168E+08 2523 021 083 |8326+07) 189 0.02 11 134 006 31
INTROL DBS SMA Silent Carrier T10AUG22A 3.0 0.1184 1.0 0.0393 INTROL DBS SMA/SCID Control A | MRC Holland SALSA |22.11 045 | 204 |945E+07 2248 039 173 |1.84E+08/24.30 034 140 |11JE+08( 172 017 | 10  1.80 015 83
SMA/SCID Control C 3 1 g.27134T>G B12JUN23A 2.8 0.0660 0.9 0.0329 Fresh Patient sample Quanta Extracta 12570 013 050 7.53E+0625.10 004 016 257E+07 37.75 055 156 |3.54£+04 200 0.00 00 102 001 07
(G180C) 8.27706-27707delAT | MS0DEC23A 3.0 0.1385 10 0.0541 Patient sample (w/EDTA) Quanta Extracta 2445 045 200 [1L77E+07 24.66 043 174 |4.02E+07 3858 202 524 |161E+04| 195 0.04 | 22 195 008 40
INTROL DBS S10AUG22A 0.0 0.0007 2.1 0.0541 B) Punch-to-Punch variability C) ‘ Card-to-Card variability \
SMA/SCID Control D 0 5 SMA E0O9JUN23A 0.0 0.0007 2.1 0.0933 SMN1 SMN1
OO M51DEC23A | 0.0 | 00013 | 2.0 | 0.0797 Nea2 [ avecp | so %V |ave.cps/mt o | scv N-18 | AVECp | SD %OV AVE.Cps/ml| SD___%CV
(G180D) MALIAN2SA 0.0 0.0008 1.9 0.0383 punch-to-punch |  22.59 0.254 1.13% | 2.40E+07 | 4291339 | 17.88% card-to-card 22.86 0.639 2.79% | 2.11E+07 | 5822763 | 27.63%
. . . RPP30
Table 3. INTROL DBS SMA/SCID Controls analyzed using a tri-plex gPCR for SMIN1, TREC and RPP30 detection?. PCR o e " v lave cormt] o . e P - Htﬁ e ot 5 oy
e . . . . - |_AVE.Cp . Cps/m | - . Cp - Cps/m
amplification for detection of SMN, TREC, and RPP30 resulted in accurate detection for presences of targets in all card punch-topunch | 2295 | 0246 | 107% | 4.576:07 | 7266993 | 15.91% ordtocard | 2327 | 0719 209% | 3.97E+07 | 12298145 30.98%
types. Testing for each lot was performed for at least N=10 punches, each punch from a different card. Asterix indicates — —
: : : \
target concentration adjustment following customers' feedback. gPCR e AVECp | 50 e AVE. Cps/mL | D ey - 18 AVE.Co | 5D - AVE. Cos/mL D .
Card Type _ ) SMA Status SCID Status Lot . . epe . oqe . r.
Copies | Copies Ct STDV.  AveCt | STDV Ct STDV Figure 2. Real-time stability studies demonstrate >24 months stability when stored at -20°C. Real-time stability was measured
E28)UL22A | 232 | 04671 | 238 | 01783 | 25.7% | 0.1776 for at least 3 consecutive lots of controls A) JUL-AUG22, B) JUN23, and C) NOV-DEC23 with a similar formulation. To assess
igh- B13JUN23A 22.8 0.2880 22.6 0.2913 27.5 1.3006 .- . . . q.
Wﬁggtgfﬁﬂm , W E:EEF'{‘EEELSEE;_ amnovoss | 228 | 03388 | 225 | 03773 | 270 | 09308 stability of SMIN1, RPP30 and TREC Cp levels over time, samples across all control levels from the panel were run in triplicates.
(G180A) High) MA0OCT24A 22.7 0.3261 222 | 01592 = 27.4 | 0.2086 The graphs show SMN1, RPP30 and TREC Cp over time from O to at least 21 months post-manufacturing.
M410CT24A | 22.6 | 01583 | 224 | 01681 | 27.6 | 0.1481 G180A E28JUL22A G180B LO4AUG22A G180C T10AUG22A G180D S10AUG22A
INTROL DBS L04AUG22A | 240 = 07002 = 23.1 | 03515 | 0.0  0.0000 Lo SMN1Cp ~-RPP30Cp - TRECCp || = -o-SMN1Cp -»-RPP30Cp 258 SMN1 Cp -o-RPP30 Cp --TRECCp [[ ,o ~*-RPP30Cp  -e-TRECCp
SMA/SCID Control B 1 SMA carrier SCID Positive (Zero EO7JUN23A 23.9 0.3880 23.1 0.2534 0.0 0.0000 ' . . W
(G180B) TREC and KREC) MASDEC23A 23.9 0.8493 23.6 0.8264 0.0 0.0000 35.0 35.0 35.0 35.0
| MA1APR25A 248 = 0.2461 23.8 | 0.3112 | 0.0 ~0.0000 A) a a a W a
INTROL DBS SMA Silent Carrier | .\ e T10AUG22A 24.5 0.5431 23.7 0.5260 32.0 0.5193 30.0 < 30.0 ©30.0 < 30.0
SMA/SCID ControlC 3 g.27134T>G 'K'Hifwiﬂrmalf" B12JUN23A 23.6 0.2932 224 | 02791 | 30.9 | 0.2579 I z 2 Z
(G180C) | 8-27706-27707delAT | MS0DEC23A 237 | 05106 | 22,6 | 02052 | 31.0  0.2843 25.0 .A,,\/\.\./.H._.* 25.0 25.0 25.0
S1I0AUG22A | 0.0 | 00000 @ 242 | 02260 @ 36.9*  0.4885 W‘:‘ oS boeet—0go—0e— ) = 2 S S It W S any SIDRP S8 e
INTROL DBS Low-level (TREC and| EO9JUN23A 0.0 0.0000 = 23.1 | 06233 | 349 | 0.6242 20.0 20.0 20.0 20.0
SMA/SCID Control D 0 SMA 0 200 400 600 800 1000 1200 0 200 400 600 800 1000 1200 0 200 400 600 800 1000 1200 0 200 400 600 800 1000 1200
(G180D) KREC Low) MS51DEC23A 0.0 0.0000 23.3 0.4071 36.8 0.6400 Days on stability Days on stability Days on stability Days on stability
MA1JAN25A 0.0 0.0000 23.1 0.1252 35.1 0.2951
G180A B13JUN23A G180B E0O7JUN23A G180C B12JUN23A G180D E09JUN23A
SALSA MLPA Probemix PO60 SMA Carrier 22 -SMN1 Cp —o-RPP30 Cp ~+-TREC Cp s00 —° SMN1Cp -e-RPP30Cp ;;—()SMNl Cp ~-RPP30 Cp —-TREC Cp a0 RPP30Cp -e-TREC Cp
SALSA MLPA Probemix P021 SMA Card T INTROL DBS INTROL DBS INTROL DBS INTROL DBS ' '
Card Tvoe INTROL DBS INTROL DBS INTROLDBS  |INTROL DBS SMA/SCID| | ~@"% "YP€ | spvia/sCID Control A | SMA/SCID Control B| SMA/SCID Control C | SMA/SCID Control D 350 35.0 35.0 350 0
P SMA/SCID Control A | SMA/SCID Control B | SMA/SCID Control C Control D SMN1 Copies 2 1 3 0 ' o o ' o
SMN1 Copies 2 1 3 0 SMIN2 Copies 2 3 1 2 B S0 0.0 Uop & o o 300
SMN2 Copies 2 3 1 2 WT SMA carrier SMA silent carrier SMA ) :% ' o®-0q oL oo I = =
WT SMA carrier SMA silent carrier SMA ' ' ' [ '
: . ‘ : . : SMA Status | Ave Copy |Ave Copy | Ave Copy | Ave Copy 25.0 25.0 25.0 25.0
SMA Status Av.e StDev Copy Av:e StDev Copy Avja StDev Copy A\:F StDev Copy ratio Sthev \numberiratio Sthev number| ratio Stbev numberjratio Sthev ‘number 88000, 0— 3:'§.=. .E_’.:gj‘ So—o— __eo—°
ratio number ratio nhumber| ratio number ratio number| ™gyiN17 | 101 0.0709 | 2.01 |0.58] 0.0424 | 1.16 | 147 | 0.0436 | 2.94 |0.00 0.0000 | 0.00 20.0 20.0 20.0 20.0
SMN1-7 [1.01 0.1012 | 2.01 | 066 00208 131 |1.62  0.0513 | 3.25 |0.03 | 0.0058  0.05 ! i ! i ! : : '
SMN1-8 | 1.01 | 0.0100 | 2.02 |1.15|0.0212 | 2.29 |1.00 | 0.0351 | 2.01 |0.00 | 0.0000 = 0.00
SMN1-8 [1.01]0.1102 | 201 |1.14|0.0115] 2.29 |1.15]0.0361 | 2.30 |0.00 | 0.0000 | 0.00 SMN2-7 | 1.00 | 0.0208 | 199 |1.60|0.0424 320 |0.59|0.0208| 1.19 |1.06 00321 | 2.13 0 200 D§°‘§ o§°s‘{ab’?ﬁ‘t’ 1000 1200 o 0 ng)yos ogos&ab%ﬂgy 10001200 o D:\(/)g or? 2£c)abii;|?t0y 1000 1200 ’ 200Day‘;,oc(;n st(::aolc?ility800 1000
SMN2-7 | 1.01 0.0929 = 201 |1.69  0.0265 6 3.38 |0.67 0.0306 | 1.34 |1.12 | 0.0058 | 2.25 SMN28 | 1.01 10,0252 | 201 1110100495 | 219 | 10600252 | 213 |110| 00306 | 219 y Y
SMN2-8 1.00 | 0.0907 | 2.01 | 1.20 0.0000 | 2.40 |1.16  0.0058 | 2.31 |[1.13| 0.0173 | 2.26 : : ' ' : ' ' ' ' ' ' ' G180A M47NOV23A G180B M50DEC23A G180C M50DEC23A G180D M51DEC23A
SMN1&2-1 [1.01 01041 = 201 | 1.12 00173 | 224 | 111 00058 | 2.23 |1.13| 00252 2.7 Table 5. INTROL DBS SMA/SCID Controls evaluated by SALSA ~e-SMN1Cp -e-RPP30Cp - TRECCp -e-SMIN1 Cp -e-RPP30 Cp ~e-SMN1 Cp -e-RPP30 Cp —e-TREC Cp ~e-RPP30 Cp -o-TREC Cp
SMN1&2-1 |1.00| 0.0896 | 2.01 |1.22 0.0153 | 2.45 |1.17 00361 | 234 |1.13| 00451  2.27 MLPA Probemix PO60 SMA Carrier assay3. Correct copy number 40.0 40.0 40.0 40.0
SMN18&2-2a [1.01| 0.0929 | 2.01 | 1.21 00153 243 |1.17]0.0551 | 235 |1.15] 0.0231 | 231 o )
SMN1&2-2b |1.01| 0.0929 = 2.01 | 1.19 | 0.0173 | 238 | 1.16 | 0.0404 | 231 |1.14 | 0.0208 | 2.29 variations reported for exons 7 and exon 8 of SMN1 and SMIN2 35.0 35.0 35.0 35.0 '\6__'
SMN1&2-2b [1.01] 0.1044 | 2.02 [ 1.21 00153 | 241 |1.15] 00361 | 230 |1.15] 0.0000 | 2.30 - : o
SMN18&2-3 | 1.01 | 0.1153 | 2.02 | 1.17 | 0.0265 234 | 1.15 | 0.0289 | 229 | 1.14| 0.0100 | 2.28 across all 4 card types. Normalization was performed against the Q) S O & — o e 2
SMN1&2-3 1.01| 0.1179 | 2.02 0.90 | 0.0058 1.79 0.87 | 0.0252 1.75 1.13 | 0.0200 | 2.26 reference Samoles With 3 normal CObV number Of 2 530‘0 \“‘/‘\‘ ?0'0 230.0 g30'0
SMN1&2-4 |1.01| 0.0954 | 2.02 |1.16 00231 | 231 |1.15|0.0321| 231 |[1.15] 00231  2.29 . . — < I
SMN1&2-5 [1.01 0.1044 | 2.02 | 1.23  0.0361 246 |1.16 0.0300 | 232 |[1.16| 0.0400 | 2.32 SALSA MLPA Probemix P460 SMA (Silent) Carrier 25.0 25.0 25.0 25.0
SMN1&2-6 | 1.01  0.1102 | 2.01 |0.90  0.0379 | 1.81 |1.00 0.1044 | 2.00 |1.19 | 0.0208 | 2.37 INTROL DBS INTROL DBS INTROL DBS INTROL DBS So——8g 00— \ = = ——83 — o
SMN1&2-Int6 [1.01 | 0.1229 | 2.02 | 1.25 0.0200 | 2.50 |1.20 0.0709 | 2.41 |0.61 | 0.0173 | 1.22 Card Type |SMA/SCID Control A| SMA/SCID Control B | SMA/SCID Control C | SMA/SCID Control D 20.0 20.0 20.0 20.0
SMN1&2-Int7 | 1.01 | 0.1021 | 2.01 | 1.23 | 0.0115 245 |1.16 0.0557 | 2.32 |0.62 | 0.0208 123 | [SMN1 Copi 2 1 3 0 ' '
SMNI&E—I::? 101 01044 | 2.02 | 1.16 00173 | 2.32 | 115 00252 | 231 |059 00173 | 118 | [SMN2 Cz::;z: 2 3 1 2 0 200 400 o0 bl 1000 1200 0 200 e on stability 000 1200 o g;oys cs)(r)‘ostaslgi(:it;ooo 1200 o 0 40§ay§?n st:gob“ilt(:’oo 1200
SMN1&2-Int7 | 1.01 | 0.1136 | 2.02 | 1.33 | 0.0557 | 2.66 |1.34 0.1332 | 2.69 |0.53 | 0.0058 | 1.07 WT SMA carrier SMA silent carrier SMA ! ! .
SMN1&2-Int7 | 1.01 | 0.1021 | 2.01 | 1.16  0.0208 231 |1.16  0.0361 | 2.32 |0.62 | 00115 1.23 | | | | |
SMN182-8 | 101 0.0839 | 201 | 147 00231 | 235 | 117 00265 | 234 |061 00200 | 122 | | SMAStatus |AVe gy COPY (AVE D gihey | COPY | AVE ey | COPY (AVR T g | COPY COnCI u5|0n5
- - - - ~ - ratio number|ratio number|ratio number|ratio number
SMN1&2-8 |1.01| 0.0917 | 2.02 | 1.17 0.0300 | 2.34 |1.13|0.0058 | 2.27 |0.61 | 0.0058  1.21 s oo oon 5o o oos T 10 i ommT 50 oot ooie | o.o1 : — :
SMILT 1091 0.0093 ) 201 109, 0.0252 | LU .53, 00289 305 20 2dns ) 004 » The INTROL DBS SMA/SCID Control Panel G180 demonstrated reproducible compatibility across multiple
Table 4. INTROL DBS SMA/SCID Controls evaluated by SALSA = 11020 TREIN | o | o7l o | - -
/ Y SMN2-7 _11.0210.0608 | 2.04 |1.47 0.0608 | 2.94 10.58 00458 | 1.16 }1.07) 0.0289 | 2.13 platforms, gPCR, ddPCR and MLPA test methods with 100% correct calls across multiple lots.
MLPA Probemix P021 SMA assay3. Correct ratio reported across SMN1-Intr.7 |0.00 | 0.0000 | 0.00 |0.00| 0.0000 | 0.00 |51%  0.0100 | 51% |0.00| 0.0000 | 0.00
SMN1-8 (MUT)] 0.00 | 0.0000 | 0.00 [0.00 0.0000 | 0.0 |55% 00153 | 55% |0.00 0.0000 | 0.00 : :
32 MLPA probes, spanning exons 1-8 of SMN1 and SMN2 across = » The INTROL DBS SMA/SCID Control Panel G180 demonstrated reproducible results when evaluated with 10

all 4 card types. The relative signal height was normalized against
the reference samples with a normal copy number of 2. A final
ratio of 1.0 = copy number of 2, a ratio of 0.5 = copy number of 1,
and a ratio of 1.5 = a copy number of 3. Ratio below 1 is depicted
in red; ratio above 1 is depicted in blue.

Table 6. INTROL DBS SMA/SCID Controls
Probemix P460 SMA (Silent) Carrier assay3. Correct copy number
variations reported for exon 7 and 8 of SMN1 and SMNZ2, and accurate

detection of the silent carrier risk factor polymorphisms in SMN1
(2.27134T>G and g.27706-27707delAT ). Normalization was performed

evaluated by SALSA MLPA

against the reference samples with a normal copy number of 2.
Acknowledgements

extraction methods with %CV <10% by gPCR and <5% by ddPCR; and homogenous distribution across spots and
punches (Cp SD<1 and %CV<5%).

» The INTROL DBS SMA/SCID controls provide the ability to assess routine monitoring of assay determination of
copy number of SMN1 and SMN2, and the ability to monitor the performance of quantification of TREC/KREC
levels for detection of SCID using a multiplex SMA/SCID gPCR assay. Stability data for INTROL DBS SMA/SCID

1ddPCR performed using SMN1/SMN2 Copy Number Determination Kits (Bio-Rad, Product Code 1863500/1863503).
2SMA/SCID qPCR assay taken from Taylor JL, Lee FK, Yazdanpanah GK, Staropoli JF, Liu M, Carulli JP, Sun C, Dobrowolski SF, Hannon WH, Vogt RF. Newborn blood spot screening test using multiplexed real-
time PCR to simultaneously screen for spinal muscular atrophy and severe combined immunodeficiency. Clin Chem. 2015 Feb;61(2):412-9. doi: 10.1373/clinchem.2014.231019. Epub 2014 Dec 11. PMID:
25502182; PMCID: PMC7906865.
3MLPA performed using MRC Holland’s SALSA MLPA Probemix P021-B1 SMA, P060-B2 SMA Carrier, and P460-A1 SMA (Silent) Carrier (MRC Holland, Product Code P021-100R, P060-100R, P460-100R).

controls supports stability for 24 months when stored at -20°C.

» The INTROL DBS SMA/SCID Control Panel G180 enables the monitoring of proper detection of clinically relevant
variants by SMA and SMA Carrier diagnostic DBS assays.
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