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Questions and Answers 2 
Guidance for Industry1 3 

 4 
 5 
This draft guidance, when finalized, will represent the current thinking of the Food and Drug 6 
Administration (FDA or Agency) on this topic.  It does not establish any rights for any person and is not 7 
binding on FDA or the public.  You can use an alternative approach if it satisfies the requirements of the 8 
applicable statutes and regulations.  To discuss an alternative approach, contact the FDA staff responsible 9 
for this guidance as listed on the title page.   10 
 11 

 12 
 13 
 14 
I. INTRODUCTION  15 
 16 
This guidance provides information for industry, researchers, physicians, institutional review 17 
boards (IRBs), and patients about the implementation of FDA’s regulations on charging for 18 
investigational drugs2 under an investigational new drug application (IND) for the purpose of 19 
either clinical trials or expanded access for treatment use (21 CFR 312.8), which went into effect 20 
on October 13, 2009.3  Since 2009, FDA has received a number of questions concerning its 21 
implementation of the charging regulation.  As a result, FDA issued the final guidance for 22 
industry Charging for Investigational Drugs Under IND — Questions and Answers (June 2016) 23 
providing recommendations in a question-and-answer format, addressing the most frequently 24 
asked questions.   25 
 26 
When finalized, this guidance will replace the 2016 guidance.  Significant changes to the 2016 27 
version include additional recommendations related to the need for submission of a statement by 28 
an independent certified public accountant under certain circumstances, and distribution of the 29 
manufacturing, administrative, or monitoring costs from the first year over the expected duration 30 
of the expanded access IND or protocol.   31 
 32 

 
1 This guidance has been prepared by the Office of Medical Policy in the Center for Drug Evaluation and Research 
(CDER) in cooperation with the Center for Biologics Evaluation and Research (CBER), the Office of Clinical Policy 
(OCLiP), and the Oncology Center for Excellence (OCE) and in consultation with the Center for Devices and Radiological 
Health (CDRH) at the Food and Drug Administration.   
 
2 In this guidance, the terms investigational new drugs, investigational drugs, drugs, and drug products refer to both 
human drugs and biological drug products regulated by CDER or CBER. 
 
3 Federal Register of August 13, 2009 (74 FR 40872). 
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In separate guidance documents, FDA provides answers to questions concerning regulations on 33 
expanded access to investigational drugs for treatment use (21 CFR part 312, subpart I)4 and 34 
discusses Form FDA 3926 (Individual Patient Expanded Access:  Investigational New Drug 35 
Application (IND)) and the process for submitting expanded access requests for individual 36 
patient INDs.5 37 
 38 
The contents of this document do not have the force and effect of law and are not meant to bind 39 
the public in any way, unless specifically incorporated into a contract.  This document is 40 
intended only to provide clarity to the public regarding existing requirements under the law.  41 
FDA guidance documents, including this guidance, should be viewed only as recommendations, 42 
unless specific regulatory or statutory requirements are cited.  The use of the word should in 43 
Agency guidance means that something is suggested or recommended, but not required. 44 
 45 
 46 
II. BACKGROUND 47 
 48 
For many years, FDA authorized charging for an investigational drug under a regulation that was 49 
published in 1987 (the 1987 charging rule) (52 FR 19466, May 22, 1987).  In 2009, FDA revised 50 
its 1987 charging rule for three principal reasons:  (1) to take into account circumstances 51 
concerning charging for investigational drugs in a clinical trial that were not anticipated when the 52 
rule was written; (2) to set forth criteria for charging for investigational drugs made available 53 
under all categories of expanded access described in the expanded access regulations that were 54 
also revised in 2009; and (3) to specify the types of costs that can be recovered when charging 55 
for an investigational drug under an IND. 56 
 57 
The revised charging regulation provides the following:  58 
 59 

• General criteria for authorizing charging for an investigational drug (§ 312.8(a))  60 
 61 

• Criteria for charging for an investigational drug in a clinical trial (§ 312.8(b))  62 
 63 

• Criteria for charging for an investigational drug for an expanded access use under part 64 
312, subpart I (§ 312.8(c))  65 

 66 
• Criteria for determining what costs can be recovered when charging for an investigational 67 

drug (§ 312.8(d))  68 
 69 

 
4 See the guidance for industry Expanded Access to Investigational Drugs for Treatment Use — Questions and 
Answers (June 2016/updated October 2017) for the Agency’s current thinking on this topic.  We update guidances 
periodically.  For the most recent version of a guidance, check the FDA guidance web page at  
https://www.fda.gov/regulatory-information/search-fda-guidance-documents. 
 
5 See the guidance for industry Individual Patient Expanded Access Applications:  Form FDA 3926 (June 
2016/updated October 2017) for the Agency’s current thinking on this topic. 

http://www.fda.gov/RegulatoryInformation/Guidances/
http://www.fda.gov/RegulatoryInformation/Guidances/
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The questions and answers in this guidance are organized as follows: (A) General Questions 70 
Related to Charging for Clinical Trials and Expanded Access Use, (B) Charging in Clinical 71 
Trials, (C) Charging for Expanded Access Use, and (D) Cost Recovery Calculations. 72 
 73 
 74 
III. QUESTIONS AND ANSWERS 75 

 76 
A. General Questions Related to Charging for Clinical Trials and Expanded 77 

Access Use 78 
 79 

Q1.  How much time does FDA have to review and respond to a sponsor’s request to 80 
charge for an investigational drug?  81 

 82 
The provision in § 312.8 does not specify a time frame for FDA to respond to a request to charge 83 
for an investigational drug.  However, FDA intends to respond to charging requests within 30 84 
days of receipt when possible. 85 
 86 
Q2. Under 21 CFR 312.8, who requests authorization from FDA to charge for an 87 

investigational drug for use under an IND?  88 
 89 
Section 312.8 permits only the sponsor of the IND to request FDA’s authorization to charge for 90 
an investigational drug for use under the IND (§ 312.8(a)).  Often the manufacturer of the 91 
investigational drug is the sponsor of the IND under which clinical studies of the investigational 92 
drug are conducted or under which the investigational drug is provided for treatment use under 93 
expanded access.  However, this is not always the case.  When the sponsor of an IND is a person 94 
or entity other than the manufacturer of the investigational drug (e.g., a physician), the IND 95 
sponsor, and not the drug manufacturer, must obtain FDA’s prior written authorization to charge 96 
patients for the investigational drug under that IND (§ 312.8(a)(3)).  See Q8 and Q9 for further 97 
information on charging for approved drugs for investigational use.6 98 
 99 
Q3.  Once FDA authorizes a request to charge, whom may the sponsor charge?  100 
 101 
Although FDA determines whether a sponsor may charge for an investigational drug used in a 102 
clinical trial or for expanded access, FDA does not decide how that charging is to be carried out.  103 
FDA anticipates that the sponsor would ordinarily charge a patient directly or would charge a 104 
third-party payor if reimbursement is available.  FDA notes that its authorities do not extend to 105 
reimbursement policy or reimbursement decisions for investigational drugs for which FDA has 106 
authorized charging, including those made by entities such as third-party payors.  For questions 107 
pertaining to third-party payor reimbursement, the third-party payor should be consulted.  FDA 108 
advises sponsors to ensure that charging for drugs in clinical trials or expanded access use does 109 
not create barriers to access that may exacerbate disparities in clinical trial participants or 110 
expanded access patients. 111 
 112 

 
6 In this guidance, the term approved drugs refers to drugs approved by FDA. 
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B.  Charging in Clinical Trials 113 
 114 
Q4. When a sponsor uses its own investigational drug in a clinical trial, what 115 

requirements must the sponsor satisfy to charge for the drug? 116 
 117 
When a sponsor is using its own investigational drug, including an investigational use of its 118 
approved drug, in a clinical trial, a sponsor must do all the following to obtain authorization to 119 
charge for the drug:  120 
 121 

• Provide evidence to FDA that the drug has a potential clinical benefit that, if 122 
demonstrated in clinical investigations, would provide a significant advantage over 123 
available products in the diagnosis, treatment, mitigation, or prevention of a disease or 124 
condition (§ 312.8(b)(1)(i)).  125 

 126 
• Demonstrate that the data to be obtained from the clinical trial would be essential to 127 

establishing that the drug is effective or safe for the purpose of obtaining initial approval, 128 
or would support a significant change in the labeling of an approved drug (e.g., a new 129 
indication, inclusion of comparative safety information) (§ 312.8(b)(1)(ii)). 130 

 131 
• Demonstrate that the clinical trial could not be conducted without charging because the 132 

cost of the drug is extraordinary to the sponsor (§ 312.8(b)(1)(iii)) (see also Q5 regarding 133 
extraordinary cost). 134 

 135 
• Provide documentation to support its calculation for cost recovery, to the extent 136 

applicable, to show that the calculation is consistent with the requirements of  137 
§ 312.8(d)(1).  The documentation must be accompanied by a statement that an 138 
independent certified public accountant has reviewed and approved the calculation   139 
(§ 312.8(d)(3)). 140 
 141 

Sponsors must meet all these requirements and must obtain written authorization from FDA to 142 
charge before they begin to charge for an investigational drug (§ 312.8(a)(3)).  143 
 144 
Q5. What constitutes extraordinary cost?  145 
 146 
As noted in the answer to Q4, § 312.8(b)(1)(iii) requires that the sponsor demonstrate that it 147 
could not conduct the clinical trial without charging for the investigational drug because the cost 148 
of the drug is extraordinary to the sponsor.  The cost of a drug may be considered extraordinary 149 
to a sponsor because of manufacturing complexity, scarcity of a natural resource, the large 150 
quantity of the drug needed (e.g., based on the size or duration of the trial), or some combination 151 
of these or other extraordinary circumstances (e.g., resources available to a sponsor)   152 
(§ 312.8(b)(1)(iii)). 153 
 154 
Q6. Does FDA consider the financial resources available to a sponsor when determining 155 

whether the cost of providing its investigational drug in a clinical trial is 156 
extraordinary?  157 

 158 
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Yes.  The provision in § 312.8(b)(1)(iii) describes the reasons that the cost of a drug might be 159 
extraordinary to the sponsor, including the resources available to a sponsor.  For example, a cost 160 
that is considered extraordinary to a small start-up company may not be considered extraordinary 161 
to a large, established company.  162 
 163 
Q7. What is an independent certified public accountant?  164 
 165 
An independent certified public accountant should be a certified public accountant who is 166 
qualified to make the required determinations for charging and not an employee of the company 167 
or institution seeking to charge for an investigational drug.  168 
 169 
Q8. When a company is the sponsor of a clinical trial evaluating an unapproved use of 170 

its approved drug, is the company required to obtain authorization to charge for its 171 
drug?  172 

 173 
Yes.  In accordance with § 312.8(b)(1), a sponsor of a clinical trial must obtain authorization to 174 
charge for its own drug, including investigational uses of its approved drug.  The sponsor can 175 
recover only the cost allowed under the regulations in § 312.8(d)(1), that is, the direct cost of 176 
providing the drug for the investigational use for which FDA has authorized cost recovery.  The 177 
direct cost of providing the drug may not necessarily be the same as the market price of the 178 
approved product used for an approved indication (also see Q16 regarding direct cost). 179 

 180 
Q9. If a sponsor (e.g., a physician-researcher who is a sponsor-investigator) purchases 181 

an approved drug from the company that markets the drug or from another 182 
commercial distribution entity (e.g., a pharmacy or a wholesaler) for use in a clinical 183 
trial, is the sponsor required to obtain authorization from FDA to charge for the 184 
approved drug?  185 

 186 
No.  If a sponsor is not the company that markets the approved drug and the sponsor must 187 
purchase the approved drug for use as part of the clinical trial evaluation (e.g., in a clinical trial 188 
of a new use of the approved drug, for use of the approved drug as an active control, or as 189 
concomitant therapy) the sponsor is not required to obtain FDA authorization to charge for the 190 
approved drug (see § 312.8(a)(1)). 191 
 192 
Q10. If a sponsor’s own approved drug is used as concomitant therapy for an approved 193 

use during a clinical trial intended to evaluate another drug, is the sponsor required 194 
to obtain authorization to charge for the drug used as concomitant therapy?  195 

 196 
No.  In many clinical trials, approved drugs are used as concomitant therapy for subjects during 197 
the trials but are not part of the clinical trial evaluation.  For example: 198 
 199 

• Patients may be required by a protocol to take certain approved drugs as concomitant 200 
therapy before or during the trial (e.g., patients may receive antihistamines for immune 201 
response concerns in a clinical trial to study a recombinant protein, in order to mitigate 202 
potential risks of participation in the trial; or all patients may receive concomitant therapy 203 
before randomization to either the investigational drug or placebo).  204 
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 205 
• Patients may be permitted by the protocol to continue taking certain approved drugs as 206 

concomitant therapy during the trial because such drugs are not likely to interact with the 207 
study drug(s) or otherwise confound the results of the trial (e.g., pain medications for 208 
patients in a clinical trial to study a drug intended to treat cancer) or because 209 
discontinuing the drug might adversely affect the patient.  210 

 211 
In accordance with § 312.8(b)(1), a sponsor must obtain prior authorization from FDA to charge 212 
for its investigational drugs, including investigational uses of its approved drugs.  However, FDA 213 
regulations do not require a sponsor to obtain prior authorization to charge for its own approved 214 
drug when that drug is used as concomitant therapy for an approved use and is not part of the 215 
clinical trial evaluation (i.e., the approved drug itself is not being evaluated for an investigational 216 
use). 217 
 218 
Q11. Can a sponsor charge for its investigational drug in a blinded, controlled clinical 219 

trial without compromising the blind and, therefore, the integrity of the clinical data 220 
generated from the trial? 221 

  222 
FDA recognizes that charging for an investigational drug in a clinical trial may have the potential 223 
to compromise the blinding of study participants to which therapy they have received (e.g., in a 224 
situation in which participants who are in the treatment arm of the study are charged, and 225 
participants who are in the control arm are not charged).  When these situations arise, the sponsor 226 
may seek advice from the appropriate review division in the Office of New Drugs (OND) in the 227 
Center for Drug Evaluation and Research (CDER) or from the appropriate review office in the 228 
Center for Biologics Evaluation and Research (CBER) on how to preserve the blind, based on 229 
the specifics of the given situation.   230 
 231 

• To find the appropriate CDER OND review division, see https://www.fda.gov/news-232 
events/expanded-access/fdas-expanded-access-contact-information.   233 
 234 

• For contact information for CBER, see https://www.fda.gov/about-fda/center-biologics-235 
evaluation-and-research-cber/cber-offices-divisions. 236 

 237 
Q12. How long may a sponsor charge for an investigational drug in a clinical trial after 238 

FDA authorizes the charging?  239 
 240 
Charging may continue for the entire length of the clinical trial unless FDA specifies a shorter 241 
duration (§ 312.8(b)(2)).  Refer to Q14 for information about how long a sponsor may charge for 242 
an investigational drug for expanded access use. 243 
 244 

https://www.fda.gov/news-events/expanded-access/fdas-expanded-access-contact-information
https://www.fda.gov/news-events/expanded-access/fdas-expanded-access-contact-information
https://www.fda.gov/about-fda/center-biologics-evaluation-and-research-cber/cber-offices-divisions
https://www.fda.gov/about-fda/center-biologics-evaluation-and-research-cber/cber-offices-divisions
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C. Charging for Expanded Access Use  245 
 246 
Q13. What requirements must a sponsor satisfy to charge for expanded access use?7 247 
 248 
The sponsor of an expanded access IND or protocol must do all the following to obtain 249 
authorization to charge for the drug:  250 
 251 

• Provide reasonable assurance to FDA that charging will not interfere with drug 252 
development (§ 312.8(c)(1)).  253 

 254 
• Provide documentation in its charging request submission to show that its calculation of 255 

the amount to be charged is consistent with the requirements in § 312.8(d), to the extent 256 
applicable.  This documentation must be accompanied by a statement that an independent 257 
certified public accountant has reviewed and approved the calculation (§ 312.8(d)(3)).  258 
When the amount to be charged for a drug is simply the amount charged to the expanded 259 
access sponsor by a third party who provides the drug to the expanded access sponsor, 260 
such that there is no calculation of cost made by the sponsor to which the requirement 261 
under § 312.8(d)(3) applies, the expanded access sponsor should provide a copy of the 262 
receipt or invoice from the source that provided the drug to the expanded access sponsor 263 
to justify the amount to be charged for the drug. 264 

 265 
For expanded access under § 312.320 (treatment IND or treatment protocol), the reasonable 266 
assurance that charging will not interfere with drug development must include (1) evidence of 267 
sufficient enrollment in any ongoing clinical trials needed for marketing approval to reasonably 268 
assure FDA that the trial or trials will be successfully completed as planned; (2) evidence of 269 
adequate progress in the development of the drug for marketing approval; and (3) information 270 
submitted under the general investigational plan specifying the drug development milestones the 271 
sponsor plans to meet in the next year (§ 312.8(c)(2)).  272 
 273 
Sponsors of expanded access INDs and protocols must meet these requirements and obtain 274 
written authorization from FDA before they begin to charge for an investigational drug  275 
(§ 312.8(a)(3)).  276 
 277 
Q14. How long may a sponsor charge for an investigational drug for expanded access use 278 

after FDA authorizes the charging?  279 
 280 
Charging for an investigational drug for expanded access use may continue for 1 year from the 281 
time of FDA authorization unless FDA specifies a shorter period (§ 312.8(c)(4)).  FDA 282 
periodically reassesses whether charging is interfering with development of a drug for marketing 283 
and believes that the 1-year anniversary is typically a reasonable point in time to reevaluate 284 
charging requests.  Additionally, FDA may reauthorize charging for an investigational drug for 285 
expanded access use for additional periods (typically a year or shorter based on the request and 286 

 
7 The regulations regarding expanded access to investigational drugs for treatment use are in part 312, subpart I.  As 
explained in footnote 4, FDA’s guidance for industry Expanded Access to Investigational Drugs for Treatment Use — 
Questions and Answers (June 2016/updated October 2017) provides information on expanded access. 
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the circumstances) under § 312.8(c)(4) if reauthorization is requested by the sponsor and all 287 
criteria are met.  If a sponsor wishes to continue charging beyond the expiration of the existing 288 
authorization, FDA recommends that the sponsor submit a request to reauthorize charging at 289 
least 60 days prior to the expiration of the existing authorization to charge for the investigational 290 
drug (see Q15). 291 
  292 
Q15. What must a sponsor do to obtain authorization to continue charging for an 293 

investigational drug for expanded access use beyond the duration of its existing 294 
charging authorization (i.e., for additional periods)?  295 

 296 
If a sponsor wishes to continue charging beyond the duration of its existing charging 297 
authorization, the sponsor must submit a request to FDA for reauthorization to charge for the 298 
investigational drug (§ 312.8(c)(4)).  The request must satisfy the same requirements as the 299 
initial request for charging authorization (see Q13).  It is also helpful for sponsors to specify 300 
whether any information from the original or previous request has changed.  The sponsor must 301 
receive written reauthorization from FDA before it can continue to charge for the investigational 302 
drug beyond the period previously authorized (§ 312.8(a)(3)). 303 

 304 
D. Cost Recovery Calculations  305 

 306 
Q16. What costs can a sponsor recover when charging for an investigational drug in a 307 

clinical trial?  308 
 309 
A sponsor can recover only the direct costs of making a drug available to subjects in a clinical 310 
trial — that is, those costs that are specifically and exclusively attributable to providing the drug 311 
to clinical trial subjects for which FDA has authorized cost recovery (§ 312.8(d)(1)).  These 312 
include costs to manufacture the drug, including manufacturing at the site of drug delivery (e.g., 313 
raw materials, labor, non-reusable supplies and equipment used to manufacture the drug in the 314 
quantity needed to conduct the clinical trial for which charging has been authorized) or costs to 315 
acquire the drug from another source, and direct costs to ship and handle (e.g., store) the drug 316 
(§ 312.8(d)(1)(i)).  317 
 318 
Q17. What costs can a sponsor recover when charging for an investigational drug for the 319 

different types of expanded access use under 21 CFR part 312, subpart I? 320 
 321 
When charging for individual patient expanded access (under § 312.310) to an investigational 322 
drug, a sponsor may recover only its direct costs associated with making the drug available to the 323 
patient (see Q16 and § 312.8(d)).  For individual patient expanded access, the sponsor may not 324 
charge for administrative costs associated with providing an investigational drug 325 
(§ 312.8(d)(1)(ii)). 326 
 327 
When charging for an investigational drug used in an intermediate-size patient population 328 
expanded access IND or protocol (under § 312.315) or a treatment IND or protocol (under  329 
§ 312.320), in addition to the direct drug costs, a sponsor may recover (1) the cost of monitoring 330 
the expanded access IND or protocol; (2) the cost of complying with IND reporting 331 
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requirements; and (3) other administrative costs directly associated with the expanded access use 332 
(§ 312.8(d)(2)).  333 
 334 
Q18. May the sponsor of an expanded access IND or protocol recover the cost of the fees 335 

the sponsor pays to a third party for administering an intermediate-size patient 336 
population expanded access IND or protocol or a treatment IND or protocol?  337 

 338 
Yes.  FDA interprets § 312.8(d)(2) as permitting the sponsor of an expanded access IND or 339 
protocol to recover the cost of the fees paid to a third party for administering an intermediate-size 340 
patient population or treatment IND or protocol, including any profit for the third party that may 341 
be included in the fees.  The fees paid to the third party should be included in the calculation for 342 
cost recovery that the sponsor provides in its request to charge.  In addition, FDA recommends 343 
that the sponsor disclose to the patients any relationship it may have with the third party.  If any 344 
costs may be the responsibility of the patient, this information must be included in the informed 345 
consent document, per § 50.25(b)(3). 346 
 347 
Q19. Does a sponsor need FDA authorization to charge for the costs of drug delivery, 348 

including the costs associated with reconstitution, packaging, instrumentation, 349 
monitoring, disposables, setup, and nursing care?  350 

 351 
No.  The provision in § 312.8(d)(1) is intended to permit a sponsor to recover the direct costs 352 
incurred in making a drug available.  FDA authorization is not needed to recover costs incurred 353 
at a clinical trial site (e.g., a hospital or clinic), including pharmacy costs (e.g., the cost to 354 
reconstitute a drug for infusion), nursing costs (e.g., costs associated with administering a drug 355 
and monitoring study subjects), equipment costs (e.g., intravenous administration sets, infusion 356 
pumps), and costs for study-related procedures (e.g., chemistry labs, radiographic procedures) 357 
because these costs do not fall within the scope of § 312.8.  358 
 359 
Q20. What information is a sponsor required to submit to support its cost calculation?  360 
 361 
Under § 312.8(d)(3), to support its calculation of recoverable costs, a sponsor must provide 362 
documentation to show that its calculation is consistent with the requirements of § 312.8(d)(1), 363 
describing recovery of direct costs and, if applicable, the requirements of § 312.8(d)(2), 364 
describing certain additional costs that may be recovered for intermediate-size patient population 365 
expanded access uses or treatment INDs or protocols.  This documentation must be accompanied 366 
by a statement that an independent certified public accountant has reviewed and approved the 367 
calculations (§ 312.8(d)(3)). 368 
 369 
Q21. Is a sponsor of an expanded access IND who seeks to recover the cost incurred from 370 

obtaining an investigational drug from another source required to include in the 371 
charging request submitted to FDA a statement that an independent certified public 372 
accountant has reviewed and approved the calculation? 373 

 374 
No.  As discussed in the response to Q13, when the amount to be charged for a drug is simply the 375 
amount charged to the expanded access sponsor by a third party who provides the drug to the 376 
expanded access sponsor, such that there is no calculation of cost made by the sponsor for an 377 
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independent certified public accountant to approve and to which the requirement under  378 
§ 312.8(d)(3) applies, the expanded access sponsor should provide a copy of the receipt or 379 
invoice from the source that provided the drug to the expanded access sponsor to justify the 380 
amount to be charged for the drug. 381 
 382 
Q22. Can a sponsor of an intermediate or treatment IND or protocol seeking to charge 383 

for the investigational drug distribute the costs associated with monitoring the 384 
program for the intermediate or treatment IND or protocol and other 385 
administrative “startup” costs over the expected duration of the IND or protocol, 386 
rather than in the first year of the treatment? 387 

 388 
Yes.  The costs associated with monitoring the program for an intermediate or treatment IND and 389 
other administrative startup costs may be higher in the first year and may be expected to decrease 390 
in subsequent years.  If all the additional costs in the first year are charged to the patients who 391 
will be receiving the drug in the first year, they may have to pay a higher price for the drug 392 
compared to patients receiving it in subsequent years.  The sponsor may prefer to distribute these 393 
costs to all patients who are expected to participate in the IND or protocol, rather than among 394 
first-year patients, to reduce the per patient cost difference between patients treated earlier and 395 
patients treated later.   396 
 397 
Such a cost distribution plan may be authorized.  The cost amortization for such a cost 398 
distribution plan should be done in accordance with standard accounting practices, and the 399 
calculations for cost recovery must be reviewed and approved by an independent certified public 400 
accountant (§ 312.8(d)(3)).  Regardless of whether an amortization plan is included in the request 401 
and approval to charge, the charging authorization still expires no later than 1 year from 402 
authorization and sponsors must still submit a request to reauthorize charging if they wish to 403 
continue charging after the expiration of the initial authorization period (§ 312.8(c)(4)).  404 
 405 
Q23. Can a sponsor of an expanded access IND or protocol seeking to charge for the 406 

investigational drug distribute the higher manufacturing costs associated with 407 
manufacturing the drug in the first year compared to subsequent years, over the 408 
duration of the IND or protocol, rather than in the first year of the treatment? 409 

 410 
Yes.  The costs of manufacturing a drug in the first year are often expected to be higher 411 
compared to subsequent years.  If all the additional costs of setting up the manufacturing process 412 
in the first year are charged to the patients who will be receiving the drug in the first year, they 413 
may have to pay a higher price for the drug compared to patients receiving it in subsequent years.  414 
The sponsor may prefer to distribute one-time costs associated with setting up the manufacturing 415 
process among all patients who are expected to participate in the IND or protocol, rather than 416 
among first-year patients, to reduce the per patient cost difference between patients treated 417 
earlier and patients treated later.   418 
 419 
Such a cost distribution plan may be authorized.  The cost amortization for such a cost 420 
distribution plan should be done in accordance with standard accounting practices, and the 421 
calculations for cost recovery must be reviewed and approved by an independent certified public 422 
accountant (§ 312.8(d)(3)).  Regardless of whether an amortization plan is included in the request 423 
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and approval to charge, the charging authorization still expires no later than 1 year from 424 
authorization and sponsors must still submit a request to reauthorize charging if they wish to 425 
continue charging after the expiration of the initial authorization period (§ 312.8(c)(4)).  426 
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