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* 6500* LC/MS System Hardware Improvements
* 6500* LC/MS System Features and Application Benefits

* Application Data Examples
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The New SCIEX 6500" Series with HED* Detector Technology

Industry proven performance: lonDrive™ Turbo V™ jon source and QJet® ion guide

New -Sensitivity boost with “new HED*
detector technology” in negative mode
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New -Enhanced SelexION performance with
“new jet injector DMS cell” without
compromising resolution

New -Fast polarity switching speed
(5 msec)

New -Audible noise reduction
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Neg Mode: Significant improvement in Oligonucleotide quant in neg.

New HED* detector
technology

New jet injector DMS cell

Fast polarity switching
speed

signal intensity Q3 fragment mass
< 100 Da

Increased transmission efficiency
(up to 2X increase in signal intensity)

As low as 5 msec

mode with low mass Q3
fragments;
Low M.Wt. biomarkers

Compounds with poor
MS/MS or non specific
fragments- Steroids, Cyclic
peptides

Reduce matrix background &
chemical interference

Biomarker discovery and multi
target quant with sMRM pro
algorithm



Technology Improvements



HED* Detector Technology

- Larger detection area

* New power supply
— High energy dynode at 15 kV improves sensitivity
— Enables faster polarity switching

* “Floated” design

— lons in negative polarity directed straight into the
detector

— This benefits low mass ions which are detected
much more efficiently

Contributes to significant signal gains in neg. mode Q3 fragment <100 Da

and modest improvements in pos. mode D
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Sensitivity of 6500" System in Positive Polarity

0.1 pg/mL Testosterone (with SelexlON®* Technology, 50 pL Injection)

Calibration for Testosterone 1:y = 18833.52695 x + 1922.02439 (r = 0.99989) (weighting: 1/ x)
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Linearity of 6500* System in Positive Polarity

0.1 to 100 pg/mL Testosterone (with Selexl ON®* Technology)

Calibration for Testosterone 1:y = 18833.52695 x + 1922.02439 (r = 0.99989) (weighting: 1/ x)
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Linearity of 6500* System in Positive Polarity

1 to 100,000 pg/mL Flurazepam (with SelexlON®* Technology)

Calibration for Flurazepam_COWV10: y = 383.03546 x (r = 0.999598) (weighting: Mone)
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HED* Detector Technology in Negative Mode

Capture more negative ions and increase
lon conversion 6500*

* In 6500* negative ion mode, the ions are 500 V
directed straight into the detector

« Use HED" to deflect the negative ions to
the detector +5500 V

 Increase overall detector voltage to pull
In negative ions

+7000 V

Larger detection area helps to capture wide spread of ions

- )
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Sensitivity of 6500" System in Negative Polarity

1 ng/L (1 part-per-trillion) PFOA and PFOS (Linearity 0.5 to 5000 ng/L)
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Sensitivity of 6500" System in Negative Polarity

0.1 ng/mL (100 ppt) Monofluoroacetate (Linearity 0.05 — 1000 ng/mL)
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Ultra Fast Polarity Switching of 6500" System

Multi-Pesticide Screening for ~300 Analytes with 5 msec Switching
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Multi-Pesticide Screening with 5 msec Polarity Switching

Pesticide Standard and Sample Extracts (Positive Polarity)
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Multi-Pesticide Screening with 5 msec Polarity Switching

Pesticide Standard and Sample Extracts (Negative Polarity)
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New Jet Injector SelexlON®* Technology



New Jet Injector SelexION®* Technology.

New DMS Cell Design . ’, r
o

— Increase ion transmission by 2X N}

— Additional lens increases ion velocities into
the cell

— Reduces transit time through detrimental
fringing field

-~ Only available on 6500* Platform !

Continually driving selectivity improvements
-
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SelexION®*Performance Improvements

2X Increase in transmission efficiency with new jet injector

Resolution Gas = Low Resolution Gas = Off Resolution Gas = Open
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Cyclic Peptides & Peptides with Poor MS/MS Fragmentation

* Poor MS/MS-cyclic peptide

* Non specific product ions- low mass Q3 fragments

Somatostatin Cyclic Peptide
o N\)L

HEN\)LN/\N/N\/& 0 \H,HHZHN C76H104N18019S2
3 1636.7Da
_,,s H,N 0
Que. ~_OH ., NE )
T L i +2 charge- m/z 819.7

- )
21  ©2015AB Sciex /SC'EX



Somatoestatin'Product lon Spectrum

Product of Q1 819.7 Da

B sz (219,707 60.000 Valts from Sample 1 (Somatostatin P Max. 1.2e5 cps. HN
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* Poor MS/MS-cyclic peptide
* Non specific product ions- low mass Q3 fragments

Best approach parent to parent quantification but limited by huge background noise
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SelexION®=Multiple lon Monitoring (MIM) Assay

Interferences

Parent No fragmentation in Parent
collision cell

counts

retention time

Interferences
SelexION®+ Parent lon Parent lon Reduce
Technology Transmission Transmission Background Noise

Eliminate interferences and achieve cleaner background with SelexION®* MIM Assay

/)
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Intensity

65007 SelexION®* MIM Assay-Somatostatin Cyclic Peptide Quant

A) Blank Plasma-With SelexlON®+ in MIM

Mode

MIM- 819.7/819.7
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24

Low background noise with Selex|ION*

B) Blank Plasma-Without SelexION®+ in MIM Mode

[ntenzity
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MIM- 819.7/819.7

/
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Time, min

High background noise without SelexION*

Approx. 10X reduction in background noise with SelexION®* MIM Assay
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[ntenzity

6500F SelexION®* Somatostatin Cyclic Peptide Quant Data

A) Blank Plasma-Somatostatin DMS MIM

1.76

B) 50 pg/mL LOQ in Rat Plasma-Somatostatin DMS MIM

S/N 9.6
Accuracy | 102.7%
% CV 5.8
. No. Inj. 5
R000 000 -
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% 4000 |
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6500% SelexION®* Somatostatin Cyclic Peptide Quant Data

Somatostatin SelexlON®* MIM Assay in Rat Plasma

A) Calibration Curve: 0.05 ng/mL-2500 ng/mL B) GLP Level accuracy: 88.9%-110.2%; Precision: <9%
R= 0.9934
Calibration for SOM MIM: w = 4833274 w + 3020037486 1 = 0.99341] [weighting: 1 / #72] . oW EDII'IDDI'IE_ .ﬁ.[:tl..ld ED_ HI..III'I._ HEEIH SIEI"I_ ll FE[EEH[ Ev .ﬁ.[.‘-[:l..ll-El;‘-_',lﬂ
1268 1 7 SOM MM | 005 Bofh | B130e2 | 299 |5.83 10277
. o T B, st
o 3 SOMMIM | 050 Bof5  4410e1 | 1.73. |3393 88.21
= B0 (4 SOMMIM | 500 Sof 5 5.494e0 206, |3.75 109.87
22; (5 SOMMIM | 100.00 Fof5 889l  5.70. |6.41 88.95
. | | | | E SOMMIM | 100000 |Sof5 10333 485 (470 103.29
0 500 o T 2000 7 OSOMMIM | 250000 |5of6  2757e3  3.23. |17 110.27
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6500% SelexION®* Robustness Data in Crashed Plasma: 4000 Injections
Repeatability of 4000 injections (crashed human plasma (1:3) diluted 1:2)

3.00
°* Methamphetamine 2.7 %CV * Alprazolam 3.5% CV
» Clenbuterol 2.8 %CV Buprenorphine 7.8 %CV
2.50
2 2.00
1]
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o
< 1.50
4
©
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1.00

0.50
0-00 T [ T [ T [ T [ T [ T [ T [ T |
0 500 1000 1500 2000 2500 3000 3500 4000
Number of Injections S
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6500% SelexION®* Robustness Data in Crashed Plasma: 4000 Injections

t Injection

1000™" Injection

2000t Injection

3000t Injection

Buprenorphme %CV 7.8
m ¢ s v ve X oy
Area: 673294 Height: 4940e4 RT: 101 Area: 741404 Height: 5494e4 RT: 1.02... Area 8222e4 Height: 440704 RT:1.01.. Area 7665e4 Height: 5490e4 RT: 1.02. Area 762904 Height: 5581e4 RT: 1.01.
1.0 1.01
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g g g g g
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4000 Injection

Clenbuterol- %CV-2.8

DMS Mix in plasma 2 pg On-column 001 -...

Intensity

Area: 7.749¢5, Height: 5.690e5, RT: 0.87 ...

0.87

07 08 B9 10
Time, min

DMS Mix in plasma 2 pg On-column 100...
Area: 7.843e5, Height: 5.635¢5, RT: 0.87...

Intensity

0.87

07 o8 Bs 10

Time, min

DMS Mix in plasma 2 pg On-column 2000...
Area: 7.637e5, Height: 5.599e5, RT: 0.87 ...

Intensity

0.87

07 o8 s 10

Time, min

DMS Mix in plasma 2 pg On-column 200...
Area: 8.511e5, Height: 6.151e5, RT: 0.87...

Intensity

07 08

Time, min

DMS Mix in plasma 2 pg On-column 4002...
Area: 8.678e5, Height: 6.342¢5, RT: 0.86 ...

Intensity

07 o2 B9 10

Time, min

Proven Performance for Robust and Rugged Bioanalytical Assays
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Detection of Somatostatin with and without SelexION*

®
wty et
)7 ; L%

6500* with DMS 6500* DMS removed -
10000 1 224 1.265
50010 -
A000 - 100 pg/ml‘ 1.0e5
7000 - -
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2000 4 4 0ed -
2000 - 2 Oed
10010 -
04 : : : : : : : : 0.0l : : : : : : : :
206 210 215 220 225 230 235 240 205 210 215 220 225 230 235 240
Time, riir Time, min

Somatostatin, a cyclic peptide with poor MS/MS fragmentation is acquired using MIM (819.7/
819.7) assay in rat plasma showing high background noise limiting the S/N ratio and LOQ

Highly reduced background noise enabling desirable LOQ of 100 pg/mL using new SelexlION* jet
injector on 6500* System (S/N ratio = 12, accuracy = 101% and %CV < 10% )
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Audible Noise Reduction

* Active (source exhaust modifications)

— Source exhaust flow minimized to match gas load

* Passive (quieter tubing)

— Eliminate “whistling” noise

° Quieter system operation
— Noticeable under most source conditions

— No impact on sensitivity

Decreased audible noise for a more comfortable work environment

- )
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The New SCIEX 6500" Series with HED* Detector Technology

Industry proven performance: lonDrive™ Turbo V™ jon source and QJet® ion guide

© Sensitivity boost with “new HED™* detector
technology”

= =
TE=ERETR
-

* Enhanced SelexION performance with
“new jet injector DMS cell” without
compromising resolution

* Fast polarity switching speed (5 msec)

Audible noise reduction

- )
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Trademarks/Licensing
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