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Further to your inquiry, we are pleased to provide a quotation as follows:



Physical Property Characterization of the Potential Bioavailability of a Compound
· pKa

· log P

· pH solubility by µSOL Miniaturized Shake Flask
	
	
	

	
	Individual Prices
	Discount Prices*

	pKa measurement
	$825
	$ 650

	Log P measurement
	$400
	$ 325

	Solubility by µSOL, 1 pH per compound
	$115
	$ 74.75


For 100 Compounds, pKa, log P and solubility:
pKa:

About 10-20 compounds out of the group of 100 should be chosen to measure the pKa.  The remainder of the compounds should have pKa predicted.

*Cost for pKa measurement, 10 compound minimum: $ 650 each,
Calculation of pKa, if structure provided: $65 each.

Log P:

The log P of the compounds whose pKa measurements are done,

*10 compound Minimum $ 325.

Calculation of log P, if structure provided: $35 each. 
Solubility:

All compounds can be measured for solubility at any pH in the range 3 to 10.

*For 100 or more measurements, 35% discount: $74.75 per compound per pH.
Method Descriptions

Determination of pKa








$ 825
Given adequate compound information, pION will select the pKa method that is best for your compound.

I. Principle of the pKa Potentiometric method 

Accurately weighed samples (~1 mg) are titrated with either acid or base.  The formula weight and ionizable groups in the molecule allow construction of a plot with bound protons vs titrant volume.   The pKa is determined directly from this plot.  A range of aqueous solvent mixtures can be employed to enhance compound solubility.  The pKa results from 3 titrations are extrapolated to 100% water to obtain the aqueous pKa value. The standard aqueous method determines pKas from 3 to 11; the cosolvent method is narrower by about 1 pH unit overall.
II. Principle of the pKa Potentiometric-UV method

This approach is similar to the one described above, except that UV spectra are acquired during the titration.  When an ionizing group is within a 2-3 bonds of the chromophore, a spectral shift is observed in the region of the pKa. Titrations can be either completely aqueous or cosolvent mixtures.  This method determines pKas in the range of 2-12.
pKaPLUS 

Titrations will be performed that require additional runs and considerable labor. A labor intense method may be required when the structure is not provided, the compound is highly lipophilic, or low water solubility (less than 1 µg/mL over the pH range 3-10) or molecular or formula weight greater than 1100 grams per mole or experimental conditions are changed. While we cannot guarantee that an exact value will be determined, you can be assured that as experts in the potentiometric method, we will apply our best efforts to obtain the result. We will contact you for before additional charges are incurred. We will not provide this service until a description of work and price is agreed upon by customer.
pKaPLUS fee starting at $ 1,600
Determination of log P








$ 400
Principle of the Potentiometric log P Standard Method
Aqueous titrations as described in section I above are repeated with various amounts of octanol, which produce an apparent shift in the pKa of the compound.  The amount of the shift is directly proportional to the log P.  The compound must be ionizable and the pKa must be accurately known.  The lipophilicity curve is reported, which contains the individual log D values throughout the pH range 2-11.  The standard method can be applied to most compounds with a pKa between 3 and 11 and will determine log P between 0.5 and 4.5.
Log P PLUS
Shake flask or titrations will be performed that require additional runs and considerable labor. A labor intense method may be required when the structure is not provided, the compound is highly lipophilic or highly water soluble (less than 1 µg/mL over the pH range 3-10) or molecular or formula weight greater than 1100 grams per mole or experimental conditions are changed or multiple ionization sites are present.  While we cannot guarantee that an exact value will be determined, you can be assured that as experts in the potentiometric method, we will apply our best efforts to obtain the result. We will not provide this service until a description of work and price is agreed upon by customer.
Log PPLUS fee starting at $ 1,200 or higher if shake flask determination is used.
Solubility by µSOL, or Miniaturized Shake Flask 
     
             $115/compound/pH
Principle of the method 

An aliquot of the drug dissolved in DMSO is added to an aqueous buffer between any 6 pHs (in duplicate) from 3 to 10 as determined by the ionization and log P profiles each in duplicate at ambient temperature (23 °C). The pH values are chosen based on the ionization profiles and will cover the pH range 2 to 8.  After overnight incubation, excess solid is removed and the amount dissolved is determined by UV spectroscopy.
Minimum charge of $1150 is required if this service is not part of a BCScan Profile submittal.
Analytical Services Payment Policy
(1) For orders with the US: 50% prepayment for orders over $10,000, remainder is Net 30

(2) For orders outside the US: 50% prepayment for orders over $7,500, remainder is Net 30

(3) For orders requiring one report per compound, additional fee of $200 will be required

(4) Rush services, if available, add 50% to final cost. There is no discounts available for rush services.

(5) New customer may be asked to pre-pay their first order.
Additional Terms and Conditions

(1)
Charges are incurred for services provided. Even if values are not determined.

(2)
Analysis will not begin until PO and properly completed submission forms are received.

(3)
Terms, Net 30 days.

(4)
Excludes any applicable local, state and federal taxes.

(5)
If tax exempt, please include tax-exempt certificate number upon placement of purchase order.

(6)
Services invoiced in U.S. dollars.  Payments accepted in U.S. currency only.

We appreciate this opportunity to quote and look forward to receiving your samples.
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Cynthia M. Berger, Ph.D.

Sales Administrator
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