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UNITED STATES SECURITIES AND EXCHANGE COMMISSION
Washington, D.C. 20549
Amendment No. 1
to

Form S-1
REGISTRATION STATEMENT

UNDER
THE SECURITIES ACT OF 1933
AMICUS THERAPEUTICS, INC.

(Exact Name of Registrant as Specified in its Charter)

Delaware 2834 20-0422823
(State or Other Jurisdiction of (Primary Standard Industrial (LR.S. Employer
Incorporation or Organization) Classification Code Number) Identification Number)
6 Cedar Brook Drive

Cranbury, New Jersey 08512

(609) 662-2000
(Address, including zip code, and telephone number,
including area code, of Registrant s principal executive offices)
John F. Crowley
Chief Executive Officer
Amicus Therapeutics, Inc.
6 Cedar Brook Drive

Cranbury, New Jersey 08512

(609) 662-2000
(Name, address, including zip code, and telephone number, including area code, of agent for service)

Copies to:
Julio E. Vega Patrick O Brien
Bingham McCutchen LLP Ropes & Gray LLP
150 Federal Street One International Place
Boston, Massachusetts 02110-1726 Boston, Massachusetts 02110-1726
(617) 951-8000 (617) 951-7000

Approximate date of commencement of proposed sale to the public: As soon as practicable after this
Registration Statement is declared effective.

If any of the securities being registered on this Form are to be offered on a delayed or continuous basis pursuant to
Rule 415 under the Securities Act of 1933, as amended (the Securities Act ), please check the following box. o

If this Form is filed to register additional securities for an offering pursuant to Rule 462(b) under the Securities
Act, please check the following box and list the Securities Act registration statement number of the earlier effective
registration statement for the same offering.
0

If this Form is a post-effective amendment filed pursuant to Rule 462(c) under the Securities Act, please check the
following box and list the Securities Act registration statement number of the earlier effective registration statement
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for the same offering. o

If this form is a post-effective amendment filed pursuant to Rule 462(d) under the Securities Act, please check the
following box and list the Securities Act registration statement number of the earlier effective registration statement
for the same offering. o

The Registrant hereby amends this Registration Statement on such date or dates as may be necessary to
delay its effective date until the Registrant shall file a further amendment which specifically states that this
Registration Statement shall thereafter become effective in accordance with Section 8(a) of the Securities Act or
until this Registration Statement shall become effective on such date as the Commission, acting pursuant to
said Section 8(a), may determine.
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The information contained in this prospectus is not complete and may be changed. We may not sell these
securities until the registration statement filed with the Securities and Exchange Commission is effective. This
prospectus is not an offer to sell these securities and we are not soliciting offers to buy these securities in any
jurisdiction where the offer or sale is not permitted.

PROSPECTUS (Subject to Completion)
Issued June 19, 2006
Shares
COMMON STOCK

Amicus Therapeutics, Inc. is offering shares of its common stock. This is our initial public offering,
and no public market currently exists for our shares. We anticipate that the initial public offering price will be

between $ and $ per share.

We have applied to have our common stock approved for quotation on The Nasdaq National Market under the
symbol AMTX.

Investing in our common stock involves risks. See Risk Factors beginning on page 8.

PRICES$ A SHARE

Underwriting
Price to Discounts and Proceeds to
Public Commissions Amicus
Per Share $ $ $
Total $ $ $
We have granted the underwriters the right to purchase up to an additional shares of common stock to cover

over-allotments.

The Securities and Exchange Commission and state securities regulators have not approved or disapproved these
securities or determined if this prospectus is truthful or complete. Any representation to the contrary is a criminal
offense.

Morgan Stanley & Co. Incorporated expects to deliver the shares to purchasers on , 2006.

MORGAN STANLEY GOLDMAN, SACHS & CO.
PACIFIC GROWTH EQUITIES, LLC
, 2006
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You should rely only on the information contained in this prospectus. We have not authorized anyone to provide
you with information different from that contained in this prospectus. We are offering to sell, and seeking offers to
buy, shares of our common stock only in jurisdictions where offers and sales are permitted. The information contained
in this prospectus is accurate only as of the date of this prospectus, regardless of the time of delivery of this prospectus
or of any sale of our common stock. In this prospectus, unless otherwise stated or the context otherwise requires,
references to Amicus Therapeutics, =~ Amicus, we, us, our and similar references refer to Amicus Therapeutics, In

Until , 2006, 25 days after the commencement of this offering, all dealers that buy, sell or trade
shares of our common stock, whether or not participating in this offering, may be required to deliver a
prospectus. This is in addition to the dealers obligation to deliver a prospectus when acting as underwriters and
with respect to their unsold allotments or subscriptions.

For investors outside the United States: Neither we nor any of the underwriters have done anything that would
permit this offering or possession or distribution of this prospectus in any jurisdiction where action for that purpose is
required, other than in the United States. You are required to inform yourselves about and to observe any restrictions
relating to this offering and the distribution of this prospectus.
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PROSPECTUS SUMMARY

This summary highlights selected information contained elsewhere in this prospectus. This summary may not
contain all of the information that is important to you. Before investing in our common stock, you should read this
prospectus carefully in its entirety, especially the risks of investing in shares of our common stock that we discuss in
the Risk Factors section of this prospectus beginning on page 7 and our financial statements and related notes
beginning on page F-1.

AMICUS THERAPEUTICS, INC.
Our Company

We are a clinical-stage biopharmaceutical company focused on the discovery, development and commercialization
of novel small molecule, orally-administered drugs, known as pharmacological chaperones, for the treatment of a
range of human genetic diseases. Since our founding in 2002, we have generated three product development
programs: Amigal for Fabry disease, AT2101 for Gaucher disease and AT2220 for Pompe disease. Fabry, Gaucher
and Pompe are relatively rare disorders but represent substantial commercial markets due to the severity of the
symptoms and the chronic nature of the diseases. The worldwide net product sales for the four approved therapeutics
to treat Fabry and Gaucher disease were more than $1.3 billion in 2005, as publicly reported by companies that market
these therapeutics.

We are currently conducting Phase II clinical trials of Amigal and have observed results in the first four patients
after 12 weeks of treatment that suggest that treatment with Amigal causes an increase in the activity of the enzyme
deficient in Fabry disease. These results do not necessarily predict final results for our Phase II clinical trials, and
subsequent results from these clinical trials or future clinical trials may not corroborate the results we have observed
to date. We expect to complete enrollment in our current Phase II trials for Amigal by the end of 2006 and, assuming
positive results, we intend to initiate a Phase III trial in 2007. We have initiated a Phase I trial for AT2101 and plan to
file an investigational new drug application, or IND, for AT2220 by the end of 2006.

Human genetic diseases result from mutations in specific genes that, in many cases, lead to the production of
proteins with reduced stability. Proteins with these mutations may not achieve their correct three-dimensional shape
and are generally referred to as misfolded proteins. The cell ensures that proteins are folded into their correct shape
before they can move from where they are made, the endoplasmic reticulum, or ER, to the appropriate destination in
the cell, a process referred to as protein trafficking. Proteins that do not achieve their correct shape are often
eliminated by the cell, resulting in reduced biological activity that can lead to impaired cellular function and
ultimately to disease. In certain instances, misfolded proteins can accumulate in the ER instead of being eliminated.
This accumulation of misfolded proteins may lead to various types of stress on cells, which may also contribute
significantly to cellular dysfunction and disease.

Our novel approach to the treatment of human genetic diseases consists of using a pharmacological chaperone that
selectively binds to the target protein, which increases the stability of the protein and helps it fold into its correct
three-dimensional shape. This restores appropriate trafficking of the protein, thereby increasing protein activity,
improving cellular function and reducing stress on cells.

The current standard of treatment for Fabry, Gaucher and Pompe is enzyme replacement therapy. This therapy
compensates for the reduced level of activity of specialized proteins called enzymes through regular infusions. Instead
of adding enzyme from an external source by intravenous infusion, our approach uses small molecule,
orally-administered pharmacological chaperones to restore the function of the enzyme that is already made by the
patient s own body. We believe our product candidates may have advantages relative to enzyme replacement therapy
relating to biodistribution, treatment effect and ease of use,
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potentially improving treatment of these diseases. In addition, we believe our technology may be broadly applicable to
other diseases that have been linked to misfolded proteins, including certain types of neurological disease, metabolic
disease, cardiovascular disease and cancer.
Our Lead Programs
Our three most advanced product development programs target lysosomal storage disorders, which are chronic
genetic diseases that frequently result in severe symptoms. Each of these disorders results from the deficiency of a
single enzyme.
Amigal for Fabry disease. We are developing Amigal for the treatment of patients with Fabry disease, which
commonly causes kidney failure, cardiac abnormalities and progressive neurological complications. We are
currently conducting multiple Phase II clinical trials of Amigal. We expect to complete enrollment in our current
Phase II trials by the end of 2006 and, assuming positive results, we intend to initiate a Phase III trial in 2007.

AT2101 for Gaucher disease. We are developing AT2101 for the treatment of Gaucher disease, which
commonly causes an enlarged liver and spleen, low levels of red blood cells and platelets, bone pain and
fractures. Some patients also present with neurological complications. In preclinical studies, administration of
AT2101 resulted in a dose-related increase in the activity of the enzyme known to be deficient in Gaucher
disease. We filed an IND for AT2101 in April 2006 and have initiated a Phase I trial. If our Phase I trials are
successful, we plan to initiate a Phase II trial in the first half of 2007.

AT2220 for Pompe disease. We are developing AT2220 for the treatment of Pompe disease, which commonly
causes progressive muscle weakness, particularly affecting breathing, mobility and heart function. In preclinical
studies, administration of AT2220 resulted in an increase in the activity of the enzyme known to be deficient in
Pompe disease. We plan to file an IND for AT2220 in the second half of 2006.

Initial Data from our Phase II Studies in Fabry Disease

We are currently conducting multiple open-label Phase II clinical trials in up to 48 adult male and female patients
with Fabry disease. The initial data from the first four Fabry disease patients enrolled in one of our Phase II trials
showed that after six weeks of treatment the activity of alpha-galactosidase A, or o-GAL, the enzyme deficient in
Fabry disease, was on average more than five-fold higher in white blood cells than before treatment. The four patients
had three different genetic mutations and we observed an increase in the level of a-GAL enzyme activity in all of
these patients.

After the initial six weeks of treatment, in accordance with the protocol, the dose was decreased to the same dose
used during the first two weeks of the study. Patients received this lower dose for an additional six weeks. The initial
data obtained after 12 weeks of treatment show that a-GAL enzyme activity in white blood cells remained elevated at
levels approximately four-fold higher than before treatment. In two of the four patients, d-GAL enzyme activity, as
measured in biopsies of the skin, increased after 12 weeks of treatment, compared to levels before treatment. Results
of a-GAL enzyme activity levels in skin biopsies of the other two patients were inconclusive due to insufficient
sample size. GL-3 levels in patient plasma, urine and skin, both before and after 12 weeks of treatment, were in the
normal range of healthy individuals. GL-3, a complex lipid called globotriaosylceramide, is the substrate broken down
by a-GAL. In all four patients, the measures of cardiac, renal and central nervous system function before treatment
were normal or near normal, and no clinically meaningful changes were observed after 12 weeks of treatment.

Amigal was well-tolerated with no reported serious adverse events. Adverse events in the first four patients were
mostly mild and reported by the investigators as unlikely to be related to Amigal. We note that a fifth patient with a
history of hypertension withdrew from the trial due to increased blood pressure, which was reported by the
investigator as possibly related to the study drug.
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We believe the results from the 12 weeks of treatment of the first four Fabry patients support the continuation of
our current Phase II clinical trials. It is generally believed that even small increases in lysosomal enzyme activity may
have clinical benefits. These results do not necessarily predict final results for our Phase II clinical trials. The results
from additional patients in our current Phase II clinical trials or additional data from these first four patients may cause
the final results of our Phase II clinical trials to differ from or be less favorable than the results observed to date in the
first four patients.

Our Strategy

Our goal is to become a leading biopharmaceutical company focused on the discovery, development and
commercialization of pharmacological chaperone therapies for the treatment of a wide range of human genetic
diseases. The introduction of pharmacological chaperones as a treatment option has the potential to address significant
unmet medical needs and improve the quality of life for patients.

To achieve this goal, we intend to:

focus our initial efforts on developing pharmacological chaperones for severe genetic diseases;

rapidly advance our lead programs;
leverage our proprietary approach to discover and develop additional small molecules; and

build a targeted sales and marketing infrastructure.

Our success in achieving our goal, however, depends in part on the risks and uncertainties described in this
prospectus in the section entitled Risk Factors, including, without limitation, those relating to our ability to conduct
preclinical and clinical trials that demonstrate safety and efficacy of our product candidates, our ability to obtain
regulatory approvals and our ability to attract and retain effective sales and marketing personnel.

Risks Associated with Our Business

Our business is subject to a number of risks of which you should be aware before making an investment decision.
We discuss these risks more fully in the Risk Factors section of this prospectus immediately following this prospectus
summary. We have a limited operating history and have not yet commercialized any products. We have incurred
substantial operating losses in each year since inception. Our net loss attributable to common stockholders was
$19.8 million and $7.7 million for the year ended December 31, 2005 and three month period ended March 31, 2006,
respectively. As of March 31, 2006, we had an accumulated deficit of $44.7 million. We expect to incur significant
and increasing net losses for at least the next several years. It is uncertain whether any of our product candidates under
development will become effective treatments. All of our product candidates are undergoing clinical trials or are in
earlier stages of development, and failure in the development of new drugs is common and can occur at any stage of
development. None of our product candidates has received regulatory approval for commercialization, and we do not
expect that any drugs resulting from our research and development efforts will be commercially available for a
number of years, if at all. We may never generate any revenues or achieve profitability.

Our Corporate Information

We were incorporated under the laws of the State of Delaware on February 4, 2002. Our principal executive
offices are located at 6 Cedar Brook Drive, Cranbury, New Jersey 08512, and our telephone number is
(609) 662-2000. Our website address is www.amicustherapeutics.com. The information on, or that can be accessed
through, our website is not part of this prospectus. We have included our website address in this prospectus solely as
an inactive textual reference.

The names Amigal and Amicus and the Amicus logo are our trademarks. Fabréy@erezyme®, Myozyme®,
Replagal and Zavesc are the property of their respective owners.

3
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THE OFFERING
Common stock we are offering shares
Common stock to be outstanding shares
after this offering
Over-allotment option shares
Use of proceeds We estimate that the net proceeds from this offering will be approximately
$ million, or approximately $ million if the underwriters exercise their
over-allotment option in full, assuming an initial public offering price of $ per

share, after deducting estimated underwriting discounts and commissions and

offering expenses payable by us. We expect to use most of the net proceeds from

this offering to fund clinical trial activities and preclinical research and

development activities, and the balance for other general corporate purposes. See
Use of Proceeds.

Risk factors You should read the Risk Factors section of this prospectus for a discussion of the
factors to consider carefully before deciding to purchase any shares of our common
stock.

Proposed Nasdaq National AMTX

Market symbol

The number of shares of common stock to be outstanding immediately after the offering is based on
5,507,024 shares of common stock outstanding as of May 3, 2006, and gives effect as of May 3, 2006 to the automatic
exercise upon the closing of this offering of outstanding warrants to purchase 465,486 shares of series B redeemable
convertible preferred stock, and the issuance of 84,009,190 shares of common stock issuable upon the automatic
conversion of all outstanding shares of our redeemable convertible preferred stock upon the closing of this offering.
The number of shares of common stock to be outstanding after this offering excludes:
13,552,120 shares of common stock issuable upon the exercise of stock options outstanding as of May 3,
2006, with a weighted average exercise price of $0.48 per share;

40,000 shares of common stock issuable upon exercise of a warrant to purchase common stock at an exercise
price of $0.75 per share;

an aggregate of shares of common stock reserved for future issuance under our 2006 equity
incentive plan as of the closing of this offering; and

an aggregate of shares of common stock reserved for future issuance under our 2006 employee
stock purchase plan as of the closing of this offering.

Unless otherwise noted, all information in this prospectus assumes:
no exercise of the outstanding options or warrant described above; and

no exercise by the underwriters of their option to purchase shares of common stock to cover over-allotments.
We expect to complete a one-for- reverse stock split of our common stock before completion of this
offering. All share numbers will be adjusted to give effect to this reverse stock split.

4
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SUMMARY FINANCIAL DATA

The following is a summary of our financial data. You should read the summary financial data together with our
financial statements and the related notes appearing at the end of this prospectus, and Management s Discussion and
Analysis of Financial Condition and Results of Operations and other financial information appearing elsewhere in this
prospectus.

The pro forma net loss per share data for the year ended December 31, 2005, and three month period ended March
31, 2006, give effect, as of the beginning of each such period, to the issuance on April 17, 2006 of 21,825,131 shares
of our series C redeemable convertible preferred stock, the automatic or voluntary exercise upon the closing of this
offering of all outstanding warrants to purchase 555,003 shares of our series B redeemable convertible preferred stock,
and the automatic conversion of all outstanding shares of our redeemable convertible preferred stock into
84,009,190 shares of common stock upon the closing of this offering. The pro forma balance sheet data set forth
below also give effect, as of March 31, 2006, to the foregoing events.

The pro forma as adjusted balance sheet data gives further effect to our issuance and sale of shares of common
stock in this offering at an assumed initial public offering price of $ per share, which is the midpoint of the price
range listed on the cover page of this prospectus, after deducting estimated underwriting discounts and commissions
and offering expenses payable by us.

Three Months Ended Period from
Year Ended December 31, March 31, Feb;gg;y 4,
(inception)
to
March 31,
2003 2004 2005 2005 2006 2006
(unaudited) (unaudited) (unaudited)
(Restated) (Restated)
(in thousands, except shares and per share data)
Statement of
Operations Data:
Revenue $ $ $ $ $ $
Operating expenses:
Research and

development 4,433 6,301 13,652 2,238 5,546 30,720
General and

administrative 1,005 2,081 6,378 1,178 2,065 12,582
Impairment of

leasehold

improvements 1,030 1,030
Depreciation and

amortization 132 146 303 47 199 804
In-process research

and development 418

Total operating

expenses 6,600 8,528 20,833 3,463 7,810 45,554
Loss from
operations (6,600) (8,528) (20,833) (3,463) (7,810) (45,554)
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Other income

(expenses):
Interest income 5 190
Interest expense (172) (550)

Loss before tax
benefit (6,768) (8,888)
Income tax benefit 83

Net loss (6,768) (8,805)
Preferred stock
accretion (17) (126)

Net loss attributable to
common stockholders $ (6,785 $ (8,931

Net loss attributable to

common stockholders

per common share basic

and diluted $ 294) $ (3.87)

Weighted-average

common shares

outstanding basic and

diluted 2,306,541 2,306,541

Unaudited pro forma net
loss

Unaudited pro forma
basic and diluted net
loss per share

Unaudited shares used
to compute pro forma
basic and diluted net
loss per share

610
(82)

(20,305)
612

(19,693)

(139)

$  (19,832)

$ (6.45)

3,076,649

$  (19,692)

$ (0.23)

87,085,839

$

$

57
@

(3,410)

(3,410)

(32)

(3,442)

(1.49)

2,314,804

238
(59)

(7,631)

(7,631)

(41)

$ (7,672)

$ (1.81)

4,228,564

$ (7,631)

$ (0.09)

88,237,754

$

1,056
(869)

(45,367)
695
(44,672)

(333)

(45,005)
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As of March 31, 2006

Pro Forma
as
Pro .
Actual Adjusted
Forma
(unaudited)
(in thousands)

Balance Sheet Data:
Cash and cash equivalents and marketable securities $ 19,552 $ 47,524
Working capital 16,006 43,978
Total assets 23,995 51,967
Total liabilities 5,819 5,819
Redeemable convertible preferred stock() 60,509
Deficit accumulated during the development stage (44,671) (44,671)
Total stockholders equity (deficiency) (42,334) 46,148

(1) In April 2006, we completed the sale of an additional 21,825,131 shares of series C redeemable convertible
preferred stock for proceeds of $27.5 million. After evaluating the fair value of the common stock issuable upon
conversion by our preferred stockholders, we determined that the issuance of the series C redeemable convertible
preferred stock sold in April 2006 resulted in a beneficial conversion feature of approximately $19.4 million which
will be recorded as a deemed dividend to preferred stockholders during the second quarter of 2006.

6
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RISK FACTORS

Investing in our common stock involves a high degree of risk. You should carefully consider the risks and
uncertainties described below together with all of the other information included in this prospectus, including the
financial statements and related notes appearing at the end of this prospectus, before deciding to invest in our
common stock. If any of the following risks actually occur, they would materially harm our business, prospects,
financial condition and results of operations. In this event, the market price of our common stock could decline and
you could lose part or all of your investment.

Risks Related to Our Financial Position and Need for Additional Capital
We have incurred significant losses since our inception. We currently do not, and since inception never have
had, any products available for commercial sale. We expect to incur losses for the foreseeable future and may
never achieve or maintain profitability.

Since inception, we have incurred significant operating losses. Our net loss attributable to common stockholders
was $19.8 million and $7.7 million for the year ended December 31, 2005 and the three months ended March 31,
2006, respectively. As of March 31, 2006, we had an accumulated deficit of $44.7 million. To date, we have financed
our operations primarily through private placements of our redeemable convertible preferred stock. We have devoted
substantially all of our efforts to research and development, including our preclinical development activities and
clinical trials. We have not completed development of any drugs. We expect to continue to incur significant and
increasing operating losses for at least the next several years and we are unable to predict the extent of any future
losses. We anticipate that our expenses will increase substantially as we:

continue our ongoing Phase II clinical trials of Amigal for the treatment of Fabry disease and potentially
conduct later-stage clinical trials of Amigal;

continue our ongoing Phase I clinical trial of AT2101 for the treatment of Gaucher disease, initiate another
Phase I clinical trial and potentially conduct later-stage clinical trials of AT2101;

continue our ongoing preclinical development activities of AT2220 for the treatment of Pompe disease and
potentially conduct clinical trials of AT2220;

continue the research and development of additional product candidates;
seek regulatory approvals for our product candidates that successfully complete clinical trials;

establish a sales and marketing infrastructure to commercialize products for which we may obtain regulatory
approval; and

add operational, financial and management information systems and personnel, including personnel to support
our product development efforts and our obligations as a public company.

To become and remain profitable, we must succeed in developing and commercializing drugs with significant
market potential. This will require us to be successful in a range of challenging activities, including the discovery of
product candidates, successful completion of preclinical testing and clinical trials of our product candidates, obtaining
regulatory approval for these product candidates and manufacturing, marketing and selling those products for which
we may obtain regulatory approval. We are only in the preliminary stages of these activities. We may never succeed in
these activities and may never generate revenues that are large enough to achieve profitability. Even if we do achieve
profitability, we may not be able to sustain or increase profitability on a quarterly or annual basis. Our failure to
become or remain profitable could depress the market price of our common stock and could impair our ability to raise
capital, expand our business, diversify our product offerings or continue our operations. A decline in the market price
of our common stock would also cause you to lose a part or all of your investment.

8
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We will need substantial additional funding and may be unable to raise capital when needed, which would
force us to delay, reduce or eliminate our product development programs or commercialization efforts.

We expect our research and development expenses to increase in connection with our ongoing activities,
particularly as we continue our Phase II clinical trials of Amigal, our Phase I clinical trials of AT2101 and our
ongoing preclinical studies of AT2220 and potentially file an IND for AT2220. In addition, subject to obtaining
regulatory approval of any of our product candidates, we expect to incur significant commercialization expenses for
product sales and marketing, securing commercial quantities of product from our manufacturers and product
distribution. We currently have no additional commitments or arrangements for any additional financing to fund the
research and development and commercial launch of our product candidates.

We believe that the net proceeds from this offering, together with our existing cash and cash equivalents and
marketable securities, will be sufficient to enable us to fund our operating expenses and capital expenditure
requirements until at least (see Use of Proceeds ). Additional funds may not be available when we need
them on terms that are acceptable to us, or at all. If adequate funds are not available to us on a timely basis, we may be
required to reduce or eliminate research development programs or commercial efforts.

Our future capital requirements will depend on many factors, including:

the progress and results of our preclinical development activities and clinical trials of Amigal, AT2101 and
AT2220;

the scope, progress, results and costs of preclinical development, laboratory testing and clinical trials for our
other product candidates;

the costs, timing and outcome of regulatory review of our product candidates;

the number and development requirements of other p